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and White Pine Counties). The purpose 
of this filing is to eliminate the gateways 
of points in California.

No. MC 136166 (Sub-No. E14), filed 
May 10, 1974. Applicant: CP* TANK 
LINES, INC., P.O. Box 3062, Portland, 
Oreg. 97208. Applicant’s representative: 
E. V. Taylor (same as above). Authority 
sought to operate as a common carrier, 
by motor vehicle, over irregular routes, 
transporting: Weed killing chemicals, 
liquid, in bulk, in tank vehicles, from the 
plant sites of storage facilities of Stauf
fer Chemical Company at Le Moyne, Ala., 
to points in California [except San 
Bernardino (east of Barstow) County]. 
The purpose of this filing is to eliminate 
the gateway of Los Angeles, Calif.

No. MC 136166 (Sub-No. E15), filed 
May 10, 1974. Applicant: CP TANK 
LINES, INC., P.O. Box 3062, Portland,

Oreg. .97208. Applicant’s representative: 
E. V. Taylor (same as above). Authority 
sought to operate as a common carrier, 
by motor vehicle, over irregular routes, 
transporting: Petroleum products, in 
bulk, in tank vehicles, from Laurel, 
Mont., to points in Del Norte, Humboldt, 
and Mendocino Counties, Calif. The pur
pose of this filing is to eliminate the gate
ways of Boise, Idaho, Pasco, Wash., and 
points in that part of Oregon east of 
the Cascade Mountains.

No. MC 136166 (Sub-No. E16), filed 
May 10, 1974. Applicant: CP TANK 
LINES, INC., P.O. Box 3062, Portland, 
Oreg. 97208. Applicant’s representative: 
E. V. Taylor (same as above). Authority 
sought to operate as a common carrier, 
by motor vehicle, over irregular routes, 
transporting: Petroleum products, in 
bulk, in tank vehicles, from Lovell, 
Casper, and Zube, Wyo., to points in 
Skamania, Yakima, Kittitas, Chelan, and

Okanogan Counties, Wash. The pur
pose of this filing is to eliminate the 
gateway of Boise, Idaho.

No. MC 136166 (Sub-No. E17), filed 
May 10, 1974. Applicant: CP TANK 
LINES, INC., P.O. Box 3062, Portland, 
Oreg. 97208. Applicant’s representative: 
E. V. Taylor (same as above). Authority 
sought to operate as a common carrier, 
by motor vehicle, over irregular routes, 
transporting: Petroleum products, in 
bulk, in tank vehicles, from Lovell, 
Casper, and Zube, Wyo., to points in 
Jefferson, Deschutes, Klamath, and Lake 
Counties, Oreg. The purpose of this fil
ing is to eliminate the gateways of Boise, 
Idaho, and Pasco, Wash.,

By the Commission.
[ s e a l ]  R o b e r t  L. O s w a l d ,

Secretary.
[FR Doc.75-8026 Filed 3-26-75;8;45 am]
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13802 RULES AND REGULATIONS

Title 21— Food and Drugs
CHAPTER I— FOOD AND DRUG ADMIN

ISTRATION, DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

[Recodiflcation Docket No. 8 ]
SUBCHAPTER E— ANIMAL DRUGS, FEEDS, AND 

RELATED PRODUCTS
ANIMAL DRUG PROCEDURE 

Reorganization and Republication
The Commissioner of Food and Drugs, 

for the purrfbses of establishing an or
derly development of informative regu
lations for the Food and Drug Admin
istration, furnishing ample room for 
expansion of such regulations in years 
ahead, and providing the public and af
fected industries with regulations that 
are easy to find, read, and understand, 
has initiated a recodiflcation program 
for Chapter I  of Title 21 of the Code of 
Federal Regulations.

This is the eighth document in a series 
\0f  recodiflcation documents that will 
eventually include all regulations ad
ministered by the Food and Drug 
Administration.

This body of regulations includes the 
animal drug procedural regulations for
merly under Parts 3, 130, 131, 135, 144, 
146, and 148, reorganized under five sep
arate parts: 500, 505, 510, 511, and 514, 
which are divided into Subparts. The 
regulations consisting of new animal 
drug application approvals of drugs, not 
subject to certification, administered 
under various dosage forms under Parts 
135a, 135b, 135c, 135d, and 135f have 
been reorganized and placed in Parts 520 
through 529 and assigned numbers ac
cording to the basic drug. The drugs are 
arranged using a master numbering sys
tem that gives each drug the same num
ber to the right of the decimal point in 
all parts. The certificable animal drugs 
have been incorporated into their par
ticular categories according to their re
quirements for certification, tests and 
methods of assay and their conditions 
of marketing. Each drug is keyed to the 
bulk drug section established in the 
human drug recodiflcation published in 
the F ederal R egister  of May 30, 1974 
(39 FR 18922), and carries a uniform 
last two digits throughout the various 
dosage forms. The animal drugs subject 
to certification include animal drug pro
visions from Parts 141a through 151c 
which are now Parts 540, 544, 546, and 
548. Also included in this body of regu
lations are the animal feed and toler
ances regulations formerly Parts 135g 
and 135e now Parts 556 and 558, 
respectively.

The following table shows the relation
ship of the CFR section numbers under 
the former Subchapters A and C to this 
redesignation reflected in Parts 500 
through 558:

Old section New section
3.25_____ . 510.110.
3.55_______ . 510.112.
3.68_______ . 558.4.
3.517._____ . 510.6.
130.261____ . 510.120.
131.11_____ . 505.3.
131.20_____ . 505.20.
131.21_____ . 505.10.
135.1______ . 510.3.
135.2______ . 510.4.
135.3______ . 511.1.
135.4a_____ - 514.1.
135.4b_____ . 514.2.
135.5______ - 510.5.
135.6______ . 510.7.
135.7........ . 514.110.
135.8______ _ 514.100.
135.9______ . 514.6.
135.10......... . 514.7.
135.11_____ . 514.105.
135.12_____ - 514.111.
135.13a____ - 514.8.
135.13b____ - 514.9.
135.14a____ - 510.300.
135.14b____ . 510.301.
135.14c___ _ - 510.302.
135.15......... - 514.200.
135.16_____ - 514.201.
135.17_____ - 514.202.
135.18......... - 514.203.
135.19_____ - 514.204.
135.20....... . . 514.220.
135.21....... . - 514.221.
135.22_____ - 514.222.
135.23....... . - 514.205.
135.24....... . - 514.206.
135.25....... . - 514.230.
135.26....... . 514.231.
135.27......... 514.232.
135.28....... . 514.115.
135.29_____ 514.120.
135.30_____ 514.121.
135.31_____ 514.15.
135.32......... 514.235.
135.33_____ 514.12.
135.33a____ 514.11.
135.34_____ 514.116.
135.35....... _ 510.310.
135.36_____ 510.200.
135.37_____ 510.95.
135.101____ 510.410.
135.102____ 510.450.
135.103____ 510.105.
135.104____ 500.40.
135.105____ 500.35.
135.106....... 510.440.
135.107____ 500.55.
135.108........ 500.65.
135.109...... 558.15.
135.111_____ 500.25.
135.112........ 558.5.
135.113......... 500.45.
135.114_____ 500.52.
135.501_____ 510.600.
135a.2______ 524.660a.
135a.3______ 555.310e(c).
135a.4______ 524.321.0
135a.5______ 524.120a.
135a.6........ 524.1200b.
135a.7______ 524.920.
135a.8______ 524.1204.
135a.9........ 555.310d(c).
135a.l0_____ 524.1982.
135a.ll_____ 524.1600b.
135a.l2_____ 524.1600a.
135a.l3......... 524,1700.
135a.l4_____ 520742.
135a.l5_____ 555.310f(c).
135a.l6........ 524.2481.
135a. 17_____ 524.1000.
135a. 18_____ 524.1484g.
135a.l9_____ 524.1580.
139a. 20_____ 524.1883.
135a.21_____ 524.981e.
135a. 22___ _ 524.1044.
135a.23_____ 524.981d.
135a.24_____ 524.1662b.
135a.25___ 524.1880.
135a.26_____ 524.2620.
135a. 27......... 524.1881a.
135a.28_____ 524.1484a.
135a.29......... 555.310c(c).
135a.30_____ 524.1484b.
135a.31......... 524.1484d.
135a.32....... . 524.1484f.
135a.33........ 524.981c.
135a.34_____ 524.1484c.
135a. 35_____ 524.402.
135a. 37_____ 524.2640.
135a.38_____ 548.314b(c).
135a.39......... 524.1484e.
135a.40........ 524.960.

Old section New section
135a.41____ . 524.2140.
135a.42....... . 524.1662a.
135a.43___ . 524.90C.
135a.44____ - 524.2542.
135a.45____ - 548.314a(c).
135a.47____ . 524.541.
135a.48....... 524.1881b'.
135a.49____ . 524.660b.
135a .50....... . 524.981a.
135a.51____ . 524.463.
135a.52____ . 524.981b.
135a.56____ . 524.520.
135a.57____ . 524.1301.
135a.58____ . 524.1443.
135b.2......._ . 522.2640.
135b.3........ . 522.640
135b.4_____ . 522.1940.
135b.5........ . 522.842.
135b.6_____ . 522.2350
135b.7........ . 522.844.
135b.8___ . 522.2340.
135b.9_____ . 522.2240.
135b.10____ . 522.2200.
135b.ll____ - 522.1260.
135b.12____ . 522.2680.
135b.13....... _ 522.161.
135b .14....... - 522.961.
135b.15....... . 522.2220.
135b. 16....... . 522.1563.
135b.l7.:... _ 522.1380.
135b.18____ 522.1204.
135b.19____ 522.1044.
135b.21....... 522.144.
135b.22....... 522.62.
135b.23____ 522.2120.
135b.24....... 540.280(c).
135b.25....... 540.274a(c).
135b.27....... 540.265b (c).
135b.28____ 522.1222.
135b .29____ 522.2480.
135b .30____ 522.480.
135b .32____ 522.960.
135b.34....... 522.1020.
135b.35....... 522.1884.
135b .36____ 522.1462.
135b .37....... 522.800.
135b .38....... 522.1182.
135b .39____ 522.2424.
135b.40____ 522.1484.
135b.41....... 540.207b(c).
135b.42___ . 522.82.
135b.43____ 540.255c (c).
135b.44....... 522.1862.
135b.45____ 522.340.
I35b,46....... 522.2002.
135b.47........ 522.1720.
135b.49_____ 540.274b.
135b .50........ 522.1081.
135b.51_____ 522.44
135b .52........ 522.1800.
135b .53........ 522.2100.
135b.54_____ 522.2444a.
135b .55_____ 522.1920.
135b.56........ 522.2022.
135 b .57_____ 522.380.
135b.58....... 522.2662.
135b .59........ 522.204.
135b.60_____ 522.1962.
135b.61_____ 522.940.
135b.62.:.__. 522.163.
135b .63.......- 522.1060.
135b.64........ 522.1680.
135b.65........ 522.1662a.
135b .66_____ 522.1183.
135b.67........ 522.1620.
135b.69_____ 522.883.
135b .70_____ 522.723.
135b .71........ 522.740.
135b.72........ 522.23.
135b.73........ 522.863.
135b.74........ 522.1404.
135b.75........ 522.2063.
135b.77_____ 555.210(c).
135b.79........ 522.2404.
135b.80........ 522.423.
135b.82........ 522.1881.
135b.83........ 522.540.
135b.84_____ 522.1704.
135b.85_____ 522.1362.
135b.86........ 522.564.
135b.88.......- 522.281.
135b.89_____ 522.1885.
135b.90.......- 522.1143.
135b.91_____ 522.1244.
135b.92........ 522.1880.
135b .93........ 522.1662b.
135b.94......._ 522.784.
135b.95........ 522.2582.
135b.96........ 540.274c(c).
135b .97........ 522.1503.
135b.98_____ 540.255a(c).
135b.99........ 522.2444a.

O l d  s e c t i o n N e w  s e c t i o n
135b.100 ... _ 522.1642.
135b.1 0 1 ... . 522.1820.
135b.104____ . 540.207a(c).
135c.2.......... . 546.110c(c). 

and
546.110d-
(c ).

135C.3......... . 520.100.
135C.4.......... . 520.2640.
135C.5.......... . 520.1660.
135C.6______ . 520.680.
135C.7.......... . 520.2380a.
135C.8.......... - 520.2320.
135c.9______ - 546.110e(c) 

and
546.113b-
(0 .

135c.10_____ . 520.2260.
135c.12........ . 520.2002.
135c.13_____ . 520.2220a.
135c.14_____ . 520.2240.
135C .15 ...:. . 544.173a(c).
135c.16_____ _ 520.2184.
135c.17........ 520.1422.
135C.18_____ 520.1242.
135C.19.____ 520.2520b.
135C.20_____ 520.620.
13.5c.21_____ 520.1100.
135c.22........ 520.1120a.
135c.23_____ 520.1840.
135C.24_____ 520.2122.
135c.25_____ 520.2162.
135c.26_____ 520.1540.
135c.27......... 520.222.
135C.28......... 520.2200.
135C.29......... 520.1962.
135c.30......... 520.62.
135c.31......... 540.129a and 

540.129b.
135c. 32___ 520.2123b.
135c.33......... 520.1204.
135c.35___: . 548.110(c).
135C .36 ..... 548.114.
135c.37____ . 548.112b(c).
135c.38_____ 546.1101(c).
135C.39......... 520.2520a.
135C.40......... 520.2481.
135C.41......... 520.2300.
135C.42.......... 520.2301.
135C.43......... 540.174a(c).
135C.44.......... 544.l'70b(c).
135C.45.......... 540.174b(c).
135C.46.......... 520.2220b.
135C.47.......... 540.107b(c).
135C.50.......... 520.600.
135C.51.......... 520.1380.
135C.52........... 520.622b.
135c.53.......... 520.82a.
135C.54........... 520.1801.
135c .55........... 520.2480.
135C.56........... 520.580.
135C.57........... 520.1720a.
135C.58........... 520.2080.
135c.59........... 520.2045.
135C.60........... 520.2380b.
135C.61______ 520.440.
135C.62........... 520.704.
135C.63.......... 555.110b(c).
135C.64........... 520.44.
135C.65........... 520.500.
135c.66........... 520.1780.
135C.67........... 520.182.
135C.69........... 520.1802.
135C.70.......... 520.2022.
135C.71........... 520.1920.
135C.72........... 540.129c(c).
135C.73........... 540.119(c).
135C.74___. . . 520.2280.
135C.75........... 520.1720b.
135C.76______ 520.1760.
135C.77______ 520.260.
135C.78______ 520.240.
135C.79........... 520.540a.
135C.81........... 520.540b.
135c .82........... 520.763a.
135C.83........... 520.763b.
135C.84_______ 520.2560.
135C.85.......... 540.107 d (c ).
135C.86........... 520.622a. «
135C.87______ 520.82b.
135c.8 8 ........ 520.2604.
135C.89........... 520.863.
135C.92_______ 520.1900.
135C.93........... 520.2362.
135C.94........... 520.1263b.
135C.97........... 520.23.
135c.98______ 520.1284.
135C.99........... 555.110c(c).
135c.100......... 520.1263a.
135c.101_____ 520.1520.
135c.102......... 555.110a(C).
135c.103......... 520.1162.
135c.104......... 520.1320.

Old section New section
135c.105__ .. 520.423.
135c.107__ .. 540.107e(c).
135c.108__ ..  '320.1362.
135c.H0... . .  540.105(c).
135c.ni--. . .  520.2460a.
135c.ll2__ ..  520.2582.
135c.113__ ..  520.2100.
135c.114__ -. 544.110(c).
135c.115__ ..  520.784.
135c.116__ — 520.120.
135c.117__ .. 520.823.
135c.118__ ..  540.181b (c).
135c.119__ ..  520.2043.
135C.120... . .  520.1662.
135c.121... ..  546.180d(c).
135C.122... . .  546.180c(c).
135c.123__ ..  546.180a(c).
135C.124... -. 546.180b (c).
135c.125__ .. 546.180e(c).
135c.127__ .. 520.1803.
135c.128__ ..  520.2123a.
135c.129__ .. 520.1120b.
135c.130__ .. 540.107a(c).
135c.131__ .. 540.173a(c).
135c.132__ .. 520.2460b.
135c. 133.,. .. 540.173b(c).
135c.134__ .. 520.2160.
135c.135__ . 520.1341.
135c. 136__ . 520.300.
135c.137__ . 540.107c(c).
135d.2___:_ . 540.829(c).
135d.l3___ .. 540.874d(c).
135d.l4___ . 540.874a(c).
135d.l5___ . 540.814a(c).
135d.l6___ 540.814(c).'
135d.l7___ . 540.8741(c).
135e.2____ . 558.505.
135e.5____ . 558.525.
135e.6____ . 558.55.
135e.7....... . 558.415.
135e.l0___ . 558.625.
135e.26____ . 558.615.
135e.31____ . 558.35.
135e.34____ . 558.105.
135e.36____ . 558.630.
135e.39____ . 558.185.
135e.43____ . 558.45.
135e.45___ _ . 558.435.
135e.46....... . 558.175.
135C.49____ . 558.325.
135e.50____ . 558.355.
135e.51____ . 558.195.
135e.52....... . 558.25.
135e.54....... . 558.205.
135e.55____ . 558.575.
135e.56....... . 558.305.
135e.57....... . 558.365.
135e.58____ . 558.155.
135e.59____ . 558.315.
135e.60____ . 558.465.
135e.61____ . 558.145.
135e.63____ . 558.115.
135e.64....... . 558.485.
135e.65____ . 558.95.
135e.66____ . 558.515.
135e.67....... . 558.565.
135e.69....... . 558.635.
135e,1000__ 558.19.
135f.2______ . 529.253.0
1351.3______ 529.1044a.
I35f.4......... 529.1044b.
1351.5......... 529.360.
135g.l_...... 556.1.
135g.2........ 556.90.
135g.3........ 556.320.
135g.4........ 556.70
135g.5_____ 556.570.
135g.6........ 556.480
135g.7_____ 556.770.
135g.8_____ 556.150.
135.g9_____ 556.50.
135g,10....... 556.330.
135g.ll....... 556.610.
135g.l2....... 556.510.-
135g,13____ 556.460.
135g.l4____ 556.500.
135g.l5____ 556.740.
135g.l7__ 556.470.
135g,18____ 556.200.
135g.20___ 556.280.
135g.21........ 556.450.
135g.22........ 556.260.
135g.23_____ 556.130.
135g.24_____ ,556.600.
135g.25....... 556.430.
135g.26_____ 556.190.
135g.27........ 556.670.
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Old section New section
135g.28........ 556.540.
135g.29........ 556.710.
135g.30........ 556.240.
135g.31_____ 556.140.
135g.32_____ 556.590.
135g.33........ 556.60.
135g.34........ 556.230.
135g.35......... 556.650.
135g.36........ 556.290.
135g.37_____ 556.520.
135g.38........ 556.250.
135g.39........ 556.730.
135g.40........ 556.530.
135g.41........ 556.390.
135g.42........ 556.550.
135g.43_____ 556.340.
135g.44........ 556.210.
135g.45........ 556.220.
135g.47........ 556.120.
135g.48_____ 556.270.
135g.49_____ 556.370.
135g.52........ 556.625.
135g.53........ 556.708*
135g.54........ 556.110.
135g.55_____ 556.660.
135g.56_____ 556.380.
135g.57........ 556.640.
135g.58........ 556.700.
135g.59........ 556.680.
135g.60_____ 556.30.
135g.61_____ 556.410.
135g.62_____ 556.160.
135g.63........ 556.350.
135g.64_____ 556.760.
135g.65_____ 556.360.
135g.67_____ 556.400.
135g.68_____ 556.420.
135g.69_____ 556.310.
135g.70_____ 556.170.
135g.71_____ 556.20.
135g.72........ 556.720.
135g.73_...... 556.690.
135g.75_____ . 556.180.
135g.76........ . 556.490.
135g.77_.---- 556.630.
135g.79........ 556.440.
135g.80_____ 556.300.
135g.81_____ . 556.100.
135g.82_____ . 556.560.
135g.83_____ . 556.40.
135g.84_____ . 556.380.
135g.85_____ . 556.580.
135g.89____ _. 556.750.
141a.8......... . 540.380a(b).
141a.9_......... 540.173b (b).
141a.l9........ . 540.281b(b).
141a.21_____ . 540.180a(b).
141a.22..„... 536.500.
141a.23_____ . 540.281a(b).
141a.27........ . 540.274c(b).
141a.29_____ . 540.274a(b).
141a.33_____ . 540.174a(b).
141a.35........ . 536.501.
141a.36......... 536.502.
141a.37_____. 536.503.
141a.38_____. 540.274e(b).
I4la.39_i— .. 540.250(b).
141a.42_...... . 536.504.
141a.46_____. 540.274d(b).
141a.49......... 536.505.
141a.54_____. 540.255a(b).
141a.60_____. 54C.274f(b).
141a.62....... .. 540.255c (b).
141a.63_____. 536.506.
141a.67......... 536.507.
141a.71_____. 540.174b(b).
141a.74......... 540.260(b).
141a.82_.___.. 540.173a(b).
141a.86_____. 536.508.
141a.89......... 540.380b (b).
141a.90......... 540.881(b).
141a.93_____. 540.874c(b).
141a.95......... 536.509.
141a.97_____. 536.510.
141a.98....... . 536.511.
141a. 108____. 540.874b (b).
141a.l09___ _ 536.512.
141b.l07___ . 544.373a(b).
141b.l09___ . 544.173a(b).
141b.Ill___ . 544.274(b).
141b.113___ . 544.173b(b).
141b.115_.__ _ 544.473(b).
141b.116.___ _ 544.173e(b).
141b.117_.__ . 536.513.
141b.118.___ . 544.211b(b).
141b.ll9___ . 539.170b.
141b.120___ _ 544.173d(b).
141b.122.__ . 544.211a(b).

Old section New section
141b.1 2 4 .—; . 544.170b(b).
141b.l26......... 544.370b (b).
141b.128____ 544.173c(b).
141b.l29____ 544.373c(b).
141b.132.......... 544.973b(b).
141b.134____ 536.514.
141b.l38____ 536.515.
141C.204_____ 546.180a(b).
141C.205.......... 546.110c (b ).
141C.207.......... ,546.110d(b).
141C.217.......... 546.180e(b).
141C.219.......... 546.110a(b).
141c.223_____ 536.516.
141C.228.......... 546.110f(b).
141C.237_____ 546.312a(b).
141C.241_____ 546.110b(b).
141C.256_____ 546.110g(b).
141C.264_____ 539.210d.
141c.265_____ 546.113a(b).
141c.267.......... 539.210b.
141c.268_____. 536.517.
141d.303.___.. 555.310c(b).
141e..403____ . 548.212(b).
141e.416_____ 539.310b.
141e.417.......... . 548.112dT5]7
141e.422__ — . 548.310b.
141e.423_____. 548.112a(b).
141e.425........... 548.110(b).
141e.426_____. 548.112b(b).
141e.427........... 548.113(b).
141e.428____ . 548.112c(b).
141e.429_____. 536.518.
141e.431____ . 548.111(b).
144.11_______. 510.505.
144.25............... 510.510.
144.26............... 510.515.
146.2.......... . 514.50.
146.3________. 514.51.
146.4________. 514.150.
1 4 6 .5 ._______. 510.350.
146.6________.' 514.155.
14 6 .8 .______ . 514.60.
146.9_______ _ 514.160.
146.13_______. 514.55.
146.15............... 514.210.
146.16______ . 514.10.
146a.24_____ . 540.280(a).
146a.26_____ . 540..380a(a).
146a.27............. 540.173b(a).
146a.28_____ . 540.181a.
146a.34_____ . 540.153(a).
146a.39.......... .. 540.174c(a).
146a.41_____ . 540.281a(a).
1 4 6 a .4 3 .-_ .. . 540.253.
146a.45_____ . 540.274c(a).
146a.47............ 540.274a(a).
146a.49_____ . 540.163(a).
146a.51_____ . 540.174a(a).
146a,53_____ . 540:i80a(a).
146a.57_____ . 540.274e(a).
146a.58.......... _ 540.250(a).
146a.61_____ . 539.73.
146a.62_____ . 540.874c(a).
146a.65.......... . 540.265a.
146a.66_____ . 540.265b(a).
146a.67.......... _ 540.274d(a).
146a.69_____ _ 540.155(a).
146a.75_____ . 540.261.
146a.77_____ _ 540.255a(a).
146a.80_____ . 540.259.
146a.84.......... . 540.274f(a).
146a.86___.- _ 540.255c(a).
146a.88____ . 540.180b.
146a.93_____ _ 540.174b(a).
146a.95_____ . 540.160(a).
1 4 6 a .9 6 ._ --. .  540.260(a).
146a.98.......... .  540.166(a).
146a.l00____ . 540.255b.
146a,104____ . 540.173a(a).
1 4 6 a .ll l____ . 540.380b(a).
1 4 6a .ll2____ . 540.881(a).
146a.l28___ _ 540.874b(a).
146a.l29____ _ 540.874f.
146b. 101___ .  539.170c.
146b.102___ .  544.373a(a).
146b.l04___ _ 544.173a(a).
146b.105___ . 544.370a.
146b.106.___ . 544.274(a).
146b.l07___ . 544.170a.
146b.108._-_ _ 544.173b(a).
146b.110___ _ 544.473(a)
1 4 6 b .I ll___ _ 544.173e(a).
146b.113.___ .  544.211b(a).
146b.114___ _ 539.170a.
146b.115___ _ 544.173d(a).
146b.117___ .  544.211a(a).
146b.119_.-_ . 544.170b(a).
146b.121 . . . .  544.370b(a).
146b.123_.__ _ 544.173c(a).
146b. 124___ _ 544.373b(a).
146b.127_.__ _ 544.973b(a).

Old section New section
146c.204 ........... 546.180a(a).
146c .205..........  546.110c(a).
146C.206........... 546.312b(a).
146c .207 ..........  546.110d(a).
146C.208..........  546.481(a).
146C.212..........  546.713(a).
146C.217_____  546.180e(a).
146c .219_____  546.110a(a).
146c .222..........  546.1801(a).
146c.228........... 546.1101(a).
146C.237..........  546.312a(a).
146C.241..........  546.110b(a).
146C.244 ........... 546.381a(a).
146c .246........... 546.381b(a).
146C.256..........  546.110g(a).
146c .264 ..........  539.210c.
146C.265........... 546.113a(a).
146C.267 ..........  539.210a.
146d.303____  555.310c(a).
146d.304 ____  555.310a.
146d.308._--_ 555.310b and  

555.410.
146e.401..........  539.310c.
1 4 6 e .4 0 2 .i-_ . 548.313b. 
146e.403__ — _ 548.212(a).
146e_408...........  548.310a(a).
146e.416_____ 539.310a.
146e.417_____  548.112d(a).
146e.423 ..........  548.112a(a).
l46e.425_.___ 548.110(a). 
146e.426_____  548.112b(a).

Old section New section
1 4 6 e .4 2 7 _____ .  5 4 8 .1 1 3 ( a ) .
1 4 6 e .4 2 8 _____ . 5 4 8 .1 1 2 c ( a ) .
1 4 6 e .4 3 0 _____ . 5 4 8 .3 1 3 a .
1 4 6 e .4 3 1 _____ . 5 4 8 .1 1 1 ( a ) .
1 4 8 .2 _________ _ 5 1 0 .4 5 .
1 4 8 . 3 . .............. . 5 1 0 .5 5 .
1 4 8 . 5 . ............... .  5 1 0 .1 0 6 .
1 4 9 a . 1 4 ______ . 5 4 0 .1 1 9 .
1 4 9 b . l 7 ______ .  5 4 0 .1 0 7 b .
1 4 9 b . 1 9 ............ .  5 4 0 .2 0 7 .
1 4 9 b .2 1 ______ .  5 4 0 .1 0 7 d .
1 4 9 b .2 3 ______ .  5 4 0 .1 0 7 e .
1 4 9 b  .2 4 ............ _ 5 4 0 .1 0 5 .
1 4 9 b  .2 6 ______ _ 5 4 0 .1 0 7 a .
1 4 9 b  .2 7 ______ .  5 4 0 .2 0 7 a .
1 4 9 b .2 8 ______ .  5 4 0 .1 0 7 c .
1 4 9 C .6 _______ _ 5 4 0 .1 2 9 b .
1 4 9 c  . 7 . ............ .  5 4 0 .1 2 9 a .
1 4 9 C .8 ............... _ 5 4 0 .1 2 9 c .
1 4 9 c .1 0 ______ .  5 4 0 .8 2 9 .
1 4 9 j . l ________ _ 5 4 0 .1 1 4 a .
1 4 9 ] .2 ___ :____ . .  5 4 0 .1 1 4 .
l 4 9 f . l l .............. .  5 4 0 .8 1 4 a .
1 4 9 j .1 2 _______._ 5 4 0 .8 1 4 .
1 5 1 C .1 2 ______ _ 5 5 5 .1 1 0 b .
1 5 1 c .1 4 ______ .  5 5 5 .3 1 0 g .
1 5 1 c .1 6 ............ _ 5 5 5 .3 1 0 e .
1 5 1 C .1 8 ______ _ 5 5 5 .3 1 0 d .
1 5 1 c .1 9 ._ _ _ _ _ 5 5 5 .2 1 0 .
1 5 1 C .2 0 ______ _ 555 .1 1 0 C .
1 5 1 C .2 1 ............ _ 5 5 5 .1 1 0 a .

The changes being made are nonsub
stantive in nature and for this reason 
notice and public procedure are not pre
requisites to this promulgation. For the 
convenience of the user, the entire text of 
Parts 500 through 558 are set out below. 

Dated: March 21, 1975.
Sam  D. F in e , 

Associate Commissioner 
for Compliance.

Therefore 21 CFR is amended by rede
signating the animal drug regulations 
and the animal drug provisions in regula
tions under Part 3 of Subchapter A and 
Parts 130, 131, 135 through 135g and 
Parts 141a through 151c of Subchapter 
C—Drugs as Parts 500 through 558 of 
Subchapter E—Animal Drugs, Feeds, and 
Related Products, and republished to 
read as follows:
Part
500 General
505 Interpretive Statements Re: Warnings 

on Animal Drugs for Over-the-Coun- 
ter Sale

510 New Animal Drugs
511 New Animal Drugs for Investigational

Use
514 . New Animal Drug Applications 
520 Oral Dosage Form New Animal Drugs 

Not Subject to Certification 
522 Implantation or Injectable Dosage Form 

New Animal Drugs Not Subject to 
Certification

524 Ophthalmic and Topical Dosage Form 
New Animal Drugs Not Subject to 
Certification

529 Certain Other Dosage Form New Animal 
Drugs Not Subject to Certification 

536 Tests for Specific Antibiotic Dosage 
Forms

539 Bulk Antibiotic Drugs Subject to Cer
tification

540 Penicillin Antibiotic Drugs for Animal
Use

544 Certifiable Oligosaccharide Antibiotic 
Drugs for Animal Use

546 Tetracycline Antibiotic Drugs for Ani
mal Use

548 Certifiable Peptide Antibiotic Drugs for 
Animal Use

Part
555 Chloramphenicol Drugs for Animal Use
556 Tolerances for Residues of New Animal

Drugs in Food
558 New Animal Drugs for Use in Animal 

Feeds
PART 500— GENERAL

Subpart A— [Reserved]
Subpart B— Specific Administrative Rulings and 

Decisions
Sec.
500.25 Anthelmintic drugs for use in 

animals.
500.35 Animal feeds contaminated with 

Salmonella microorganisms.
500.40 Use of poultry litter as animal feed. 
500.45 Use of polychlorinated biphenyls 

(PCB’s) in the production, han
dling, and storage of animal feed.

Subpart C— Animal Drug Labeling Requirements 
500.52 Use of terms such as ‘■'tonic,” “tone,” 

“toner,” or. “conditioner” in the 
labeling of preparations intended 
for use in or on animals.

500.55 Exemption from certain drug-label
ing requirements.

Subpart D— Requirements for Specific Animal 
Drugs

500.65 Epinephrine injection 1:1,000 in 10- 
milliliter containers for emergency 
treatment of anaphylactoid shock 
in cattle, horses, sheep, and swine.

A u t h o r i t y : Secs. 512, 701(a), 52 Stat.
. 1055; 82 Stat. 343-351 (21 U.S.C. 360b,
371(a)).

Subpart A— [Reserved]
Subpart B— Specific Administrative 

Rulings and Decisions
§ 500.25 Anthelmintic drugs for use in 

animals.
(a) The Commissioner of Food and 

Drugs has determined that, in order to 
assure that anthelmintic drugs, includ
ing animal feeds bearing or containing 
such drugs, which do not carry the pre
scription statement are labeled to pro
vide adequate directions for their effec
tive use, labeling of these anthelmintic 
drugs shall bear, in addition to other 
required information, a statement that a 
veterinarian should be consulted for as
sistance in the diagnosis, treatment, and

, control of parasitism.
(b) The label and any labeling fur

nishing or purporting to furnish direc
tions for use, shall bear conspicuously 
the following statement: “Consult your 
veterinarian for assistance in the diag
nosis, treatment, and control of parasit
ism.”

(c) For drugs covered by approved 
new animal drug applications, the label
ing revisions required for compliance 
with this section may be placed into 
effect without prior approval as provided 
for in § 514.8 (d) and (e) of this chapter. 
For animal feeds bearing or containing 
anthelmintic drugs covered by approved 
applications, the labeling revisions re
quired for compliance with this section 
may be placed into effect without the 
submission of supplemental applications 
as provided for in § 514.9 of this chapter.

FEDERAL REGISTER, VOL. 40, NO. 60— THURSDAY, MARCH 27, 1975



13804

(d) Labeling revisions required for 
compliance with this section shall be 
placed into effect by February 25, 1975, 
following which, any such drugs that are 
introduced into interstate commerce and 
not in compliance with this section will 
be subject to regulatory proceedings.
§ 500.35 Animal feeds contaminated 

with Salmonella microorganisms.
(a) Investigations by the Food and 

Drug Administration, the Center for 
Disease Control of the U.S. Public Health 
Service, the Animal Health Division of 
the Agricultural Research Service, U.S. 
Department of Agriculture, and by vari
ous State public health agencies have re
vealed that processed fish meal, poultry 
meal, meat meal, tankage, and other ani
mal byproducts intended for use in ani
mal feed may be contaminated with 
Salmonella bacteria, an organism patho
genic to man and animals. Contamina
tion of these products my occur through 
inadequate heat treatment of the prod
uct during its processing or through re
contamination of the heat-treated prod
uct during a time of improper storage or 
handling subsequent to processing.

(b) Articles used in food for animals 
are included within the definition of 
“ food” in section 201(f) of the Federal 
Food, Drug, and Cosmetic Act. Further, 
Salmonella contamination of such ani- 
mai feeds having the potentiality for pro
ducing infection and disease in animals 
must be regarded as an adulterant within 
the meaning of section 402(a) of the act. 
Therefore, the Food and Drug Adminis
tration will regard as adulterated within 
the meaning of section 402(a) of the act 
shipments of the following when in
tended for animal feed and encountered 
in interstate commerce and found upon 
examination to be contaminated with 
Salmonella microorganisms: Bone meal, 
blood meal, crab meal, feather meal, fish 
meal, fish solubles, meat scraps, poultry 
meat meal, tankage, or other similar ani
mal byproducts, or blended mixtures of 
these.
§ 500.40 Use of poultry litter as animal* 

feed.
fa ) Poultry rations used today general

ly contain drugs used individually or in 
combination. The levels of drug use vary 
from very small quantities o f antibiotic 
drugs for growth promotion to relatively 
large quantities of drugs for treatment 
of diseases. Consequently, poultry litter 
can be expected to contain drugs and 
antibiotic drugs or their metabolites. It  is 
not practical to determine, or feasible to 
estimate, the nature and levels of the 
drugs and their metabolites in litter. 
Therefore, it is not possible to conclude 
that poultry litter is safe as a feed or as a 
component of feed for animals, nor is it 
possible to conclude that there will be no 
drug residues in the tissues and byprod
ucts of animals fed poultry litter.

(b) Disease organisms may be trans
mitted from poultry to other animai-s 
through the use of poultry litter as ani
mal feed. There are several diseases af
fecting poultry that can also affect cattle, 
hogs, and sheep as well as man. Thus
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such transmission of disease organisms 
from poultry to other animals and pos
sibly to man constitutes a hazard to ani
mals and to the public health.

(c) Therefore, the Food and Drug Ad
ministration has not sanctioned and does 
not sanction the use of poultry litter as 
a feed or as a component of feed for ani
mals. Poultry litter subject to the juris
diction of the Federal Food, Drug, and 
Cosmetic Act and offered for use as ani
mal feed may be considered as adulter
ated within the meaning of section 402 
(a) (1), (2) (C ), and/or (3) of the act.
§ 500.45 Use of polychlorinated bi

phenyls (PCB’s) in the production, 
handling, and storage of animal 
feed.

(a) Polychlorinated biphenyls (PCB’s) 
represent a class of toxic industrial 
chemicals manufactured and sold under 
a variety of trade names, including : Aro- 
clor (United States) ; P h e n o c l o r  
(France) ; Colphen (Germany) ; and 
Kanaclor (Japan). PCB’s are highly 
stable, heat resistant, and nonflammable 
chemicals. Industrial uses of PCB’s in
clude, or did include in the past, their 
use as electrical transformer and capaci
tor fluids, heat transfer fluids, hydraulic 
fluids, plasticizers, and in formulations of 
lubricants, coatings, and inks. Their 
unique physical and chemical properties 
and widespread, uncontrolled industrial 
applications have caused PCB’s to be a 
persistent and ubiquitous contaminant 
in the environment, causing the contam
ination of certain foods. In addition, in
cidents have occurred in which PCB’s 
have directly contaminated animal feeds 
as a result of industrial accidents (leak
age or spillage of PCB fluids from plant 
equipment). These accidents in turn 
cause the contamination of food intended 
for human consumption, (meat, milk, 
and eggs). Investigations by the Food 
and Drug Administration have revealed 
that heat exchange fluids for certain 
pasteurization equipment used in proc
essing animal feed contain PCB’s. Al
though heat exchange fluids in such 
equipment are considered to be in “closed 
systems”, leakage has occurred that re
sulted in direct contamination of animal 
feed with PCB’s and subsequently re
sulted in the transfer of PCB’s to human 
food produced by animals consuming the 
contaminated feed. The use of PCB-con- 
taining coatings on the inner walls of 
silos has resulted in the contamination of 
silage which has in turn caused PCB 
residues in the milk of dairy cows con
suming the contaminated silage. Since 
PCB’s are toxic chemicals, the PCB con
tamination of food as a result of these 
and other incidents represent a hazard 
to public health. It is therefore necessary 
to place certain restrictions on the indus
trial uses of PCB’s in the production, 
handling, and storage of animal feed.

(b) The following special provisions 
are necessary to preclude accidental PCB 
contamination of animal feed:

(1) Coatings or paints for use on the 
contact surfaces of feed storage areas 
may not contain PCB’s or any other

harmful or deleterious substances likely 
to contaminate feed.

(2) New equipment or machinery for 
handling or processing feed in or around 
an establishment producing animal feed 
shall not contain PCB’s.

(3) On or before Sept. 4, 1973, the 
management of establishments produc
ing animal feed shall:

(i) Have the heat exchange fluid used 
in existing equipment or machinery for 
handling and processing feed sampled 
and tested to determine whether it con
tains PCB’s, or verify the absence of 
PCB’s in such formulations by other 
appropriate means. On or before Sept. 4, 
1973, any such fluid formulated with 
PCB’s must to the fullest extent pos
sible commensurate with current good 
manufacturing practices, be replaced 
with a heat exchange fluid that does not 
contain PCB’s.

(ii) Eliminate to the fullest extent 
possible commensurate with current 
good manufacturing practices from the 
animal feed producing establishment 
any PCB-containing lubricants for 
equipment jo:r machinery used for han
dling or processing animal feed.

(iii) Eliminate to the fullest extent 
possible commensurate with current 
good manufacturing practices from the 
animal feed producing establishment 
any other PCB-containing materials, 
whenever there is a reasonable expecta
tion that such materials could cause ani
mal feed to become contaminated with 
PCB’s either as a result of normal use 
or as a result of accident, breakage, or- 
other mishap.

(iv) The toxicity and other charac
teristics of fluids selected as PCB re
placements must be adequately deter
mined so that the least potentially haz
ardous replacement should be used. In 
making this determination with respect 
to a given fluid, consideration should be 
given to (a) its toxicity; (b) the maxi
mum quantity that could be spilled onto 
a given quantity of food before it would 
be noticed, taking into account its color 
and odor; (c) possible signaling devices 
in the equipment to indicate a loss of 
fluid, etc.; (d) and its environmental 
stability and tendency to survive and be 
concentrated through the food chain. 
The judgment as,to whether a replace- 
'ment fluid is sufficiently Yion-hazardous» 
is to be made on an individual installa
tion and operation basis.

(c) For the purpose of this section, the 
provisions do not apply to electrical 
transformers and condensers containing 
PCB’s in sealed containers.

(d) For-the purpose of this section, the 
term “ animal feed” includes all articles 
used for food or drink for animals other 
than man.

Subpart C— Animal Drug Labeling 
Requirements

§ 500.52 Use of terms such as “tonic”, 
“tone”, “toner” or “conditioner” in 
the labeling of preparations intended 
for use in or on animals.

(a) The use of terms such as “ tonic” , 
“ tone” , “ toner” , and similar terms in the
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labeling of a product intended for use in 
or on animals implies that such product 
is capable of a therapeutic effect(s) and 
causes such a product to be a drug within 
the meaning of section 201(g) of the 
Federal Food, Drug, and Cosmetic Act. 
The unqualified use of such terms in a 
product’s labeling fails to provide ade
quate directions and indications for use 
of such product and causes it to be mis
branded within the meaning of section 
502(a) and (f ) (1) of the act. The terms 
“ tonic”, “ tone” , “ toner”, and similar 
terms may be used in labeling only when 
appropriately qualified so as to fully 
inform the user regarding the intended 
use(s) of the product.

(b) The unqualified use of the term 
“conditioner” and similar terms in the 
labeling of a product intended for use in 
or on animals implies that such product 
is capable of a therapeutic effect(s) and 
causes such a product to be a drug within 
the meaning of section 201(g) of 
the act. The unqualified use of such 
terms in a product’s labeling fails to 
provide adequate directions and indica
tions for use of such product and causes 
it to be misbranded within the meaning 
of section 502(a) and (f) (1) of the act. 
The term “conditioner” and similar 
terms may be used in labeling only when 
appropriately qualified so as to fully in
form the user regarding the intended 
use(s) of the product. A product labeled 
as a “conditioner” or with a similar term 
can be either a food or drug depending 
upon the manner in which the term is 
qualified in the labeling to reflect the 
product’s intended use.

(c) An article so qualified as to be 
represented as a drug must be the sub
ject of an approved new animal drug 
application unless the use of the article 
under the conditions set forth in its 
labeling is generally recogriized as safe 
and effective among experts qualified by 
scientific training and experience to 
evaluate the safety and effectiveness of 
animal drugs.
§ 500.55 Exemption from certain drug

labeling requirements.
(a) Section 201.105(c) of this chap

ter provides that in the case of certain 
drugs for which directions, hazards, 
warnings, and use information are com
monly known to practitioners licensed 
by law, such information may be omitted 
from the dispensing package. Under this 
proviso, the Commissioner of Food and 
Drugs will offer an opinion, upon written 
request, stating reasonable grounds 
therefor on a proposal to omit such in
formation from the dispensing package.

(b) The Commissioner of Food and 
Drugs has considered submitted material 
covering a number of drug products and 
has offered the opinion that the follow
ing drugs when intended for those 
veterinary uses for which they are now 
generally employed by the veterinary 
medical profession, should be exempt 
from the requirements of § 201.105(c) 
of this chapter, provided that they meet 
the conditions prescribed in this para
graph. Preparations that are not in dos
age unit form (for example, solutions)

will be regarded as meeting the condi
tions with respect to the maximum 
quantity of drug per dosage unit if they 
are prepared in a manner that enables 
accurate and ready administration of a 
quantity of drug not in excess of the 
stated maximum per dosage unit:
Atropine sulfate. As an injectable for 

cattle, goats, horses, pigs, and sheep, 
not in excess of 15 milligrams per dos
age unit; as an injectable for cats and 
dogs, not in excess of 0.6 milligram per 
dosage unit.

Barbital sodium. For oral use in cats and 
dogs, not in excess of 300 milligrams 
per dosage unit.

Epinephrine injection, 1 :1,000. For eats, 
dogs, cattle, goats, horses, pigs, and 
sheep (except as provided in § 5.00.65). 

Morphine sulfate. As an injectable for 
dogs, not in excess of 15 milligrams per 
dosage unit.

Pentobarbital sodium. For oral use in 
cats, and dogs, not in excess of 100 
milligrams per dosage unit. 

Phénobarbital sodium. For oral use in 
cats and dogs, not in excess of 100 
milligrams per dosage unit.

Procaine hydrochloride injection. Con
taining not in excess of 2 percent pro
caine hydrochloride; with or without 
epinephrine up to a concentration of 
1:50,000. For use in cats, dogs, cattle, 
goats, horses, pigs, and sheep.

Thyroid. For oral use in dogs, not in ex
cess of 60 milligrams per dosage unit.
Subpart D— Requirements for Specific 

Animal Drugs
§500.65 Epinephrine injection 1:1,- 

000 in 10-milliliter containers for 
emergency treatment of anaphylac
toid shock in cattle, horses, sheep, 
and swine.

(a) Anaphylactoid reactions in cattle, 
horses, sheep, and swine occur occasion
ally from tire injection of antibiotics, 
bacterins, and vaccines. Adequate direc
tions for use of these antibiotics, bac- 
terins, and vaccines can generally be 
written for use by the laity and thus are 
available to livestock producers. Epi
nephrine injection is effective for the 
treatment of anaphylactoid reactions in 
animals and would be of value in saving 
lives of animals if it were readily avail
able at the time of administration of the 
causative agents. In connection with this 
problem the Food and Drug Administra
tion has obtained the views of the Advi
sory Committee on Veterinary Medicine, 
and other experts, and has concluded 
that adequate directions for over-the- 
counter sale of epinephrine injection 
1:1,000 can be prepared.

(b) In view of the above, the Com
missioner of Food and Drugs has con
cluded that it is in the public interest to 
make epinephrine injection 1:1,000 
available for sale without a prescription 
provided that it is packaged in vials not 
exceeding 10 milliliters and its label 
bears, in addition to other required in
formation, the following statements in 
a prominent and conspicuous manner: 
“For emergency use only in treating 
anaphylactoid shock. Usual Dosage: Cat

tle, horses, sheep, and swine— 1 cubic 
centimeter per 100 pounds of body 
weight. Inject subcutaneously” .

(c) The labeling must also bear a de
scription of the symptoms of anaphylac
toid shock including glassy eyes, 
increased salivation, grinding of the 
teeth, rapid breathing, muscular tremors, 
staggering gait, and collapse with death 
following. These symptoms may appear 
shortly after injection of a bacterin, 
vaccine, or antibiotic.

PART 505— INTERPRETIVE STATEMENTS 
RE: WARNINGS ON ANIMAL DRUGS 
FOR OVER-THE-COUNTER SALE 
Subpart A— Definitions and Interpretations 

Sec.
505.3 Warnings on animal drugs intended 

for administration to diseased ani
mals.

Subpart B— Required Warning and Caution 
Statements

505.10 Animal drug warning and caution 
statements required by regula
tions.

Subpart C— Voluntary Warning and Caution 
Statements

505.20 Recommended animal drug warning 
and caution statements.

Au t h o r it y : Secs. 502, 503, 506, 507, 701, 
52 Stat. 1050, as amended, 1052, as Amended, 
1055-1056, as amended, 52 Stat. 854; 55 Stat. 
851; 59 Stat. 463, as amended (21 U.S.C. 352, 
353,356, 357,371).

Subpart A— Definitions and Interpretations
§ 505.3 Warnings on animal drugs in

tended for administration to diseased 
animals.

None of the warning or caution state
ments recommended for use in the label
ing of drugs intended for administration 
to diseased animals shall be construed 
to suggest or imply that any product of 
a diseased animal is suitable for food 
use. (See section 402(a) (5) of the act.)
Subpart B— Required Warning and Cautiorv 

Statements
§ 505.10 Animal drug warning and cau

tion statements required by regula
tions.

ANIMAL FEED CONTAINING PENI
CILLIN, STREPTOMYCIN, DIHYDRO
STREPTOMYCIN, CHLORTETRACY
CLINE, TETRACYCLINE, CHLORAM
PHENICOL, OR BACITRACIN, W ITH 
OTHER DRUGS. (See § 510.515 of this 
chapter.) .

A warning t(f the following effect is 
required when animal feeds containing 
any of the above-named antibiotics also 
contain the following drugs:
Arsanilic acid, sodium arsanilate, or 3- 
nitro-4-hydroxyphenol arsonic acid (3- 
nitro-4-hydroxyphenylarsonic acid) for 
poultry and swine. (See § 510.515 (a) and 
(b) of this chapter.)

Warning—Discontinue use 5 days be
fore the treated animals are slaughtered 
for human consumption.

Chlortetracycline for leptospirosis of 
swine. (See § 510.515(b) (41) of this 
chapter.)
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A warning to the following effect is 
required on preparations containing, per 
ton of feed, 400 grams of Chlortetracy
cline:

Warning—Discontinue use 10 days be- 
for the treated animals are slaughtered 
for human consumption.
Hygromycin B for swine. (See § 510.515 
(b) of this chapter.)

Warning—Discontinue use 48 hours 
before the treated swine are slaughtered 
for human consumption.
Nystatin for turkeys. (See § 510.515(b) 
of this chapter.)

Warning—If used in laying hens, eggs 
are to be used for hatching purposes 
only.
ANTIBIOTIC-CONTAINING PREPA
RATIONS FOR VETERINARY USE. 
(See Parts 540, 544, 546, 548 and 555 
of this chapter.)

All drugs containing penicillin, strep
tomycin, dihydrostreptomycin, Chlor
tetracycline, tetracycline, chlorampheni
col, or bacitracin or any of their 
derivatives, labeled solely for veterinary 
use and bearing directions for use by the 
laity, are required to bear a label state
ment to the effect “For veterinary use 
only.”
BACITRACIN-CONTAINING O I N T 
MENTS. (See Part 548 of this chapter.)

All bacitracin-containing ointments 
are required to bear the label statements:

For use only in the prevention of in
fection in minor cuts and abrasions. Use 
of the drug should be discontinued and 
a veterinarian consulted if signs of infec
tion or irritation appear.
BACITRACIN-CONTAINING PREPA
RATIONS W ITH VASOCONSTRIC
TOR; BACITRACIN OPHTHALMIC 
(See § 548.310a(a) of this chapter.)

Warning—Not for injection.
BACITRACIN- (OR ZINC BACITRA
CIN-) NEOMYCIN-POLYMYXIN POW
DER TOPICAL. (See § 548.313a of this 
chapter.)

This drug is required to bear the label 
statement: “Notsterile.”
BACITRACIN- (OR ZINC BACITRA
CIN-) POLYMYXIN OINTMENT; BAC
ITRACIN - POLYMYXIN - NEOMY
CIN OINTMENT. (See §§ 448.510c (a) 
and 448.510e(a) of this chapter.)

These drugs are required to bear a 
label statement to the effect “For use 
only in the prevention of infection in 
minor cuts and abrasions. Use of the 
drug should be discontinued and a vet
erinarian consulted if signs of infection 
or irritation appear.”

I f  they are in liquid form they also 
bear the statement: “Not for injection.”
BACITRACIN OR FEED GRADE BACI
TRACIN POWDER ORAL VETERI
NARY; BACITRACIN METHYLENE D I
SALICYLATE AND STREPTOMYCIN 
SULFATE CAPSULES, POWDER, OR 
TABLETS ORAL VETERINARY. (See 
§§ 548.112d(a), 548.110(a), 548.112b(a), 
548.113(a), 548.112c(a) of this chapter.)

These drugs are required to bear the 
label statement: “For oral veterinary use 
only.”
CHLORAMPHENICOL OPHTHALMIC. 
(See § 553.310a of this chapter.)

Warning—Not for injection.
CHLORAMPHENICOL OTIC; CHLOR
AMPHENICOL T  O P IC  A L. (See
§ 555.310e(c) of this chapter.)

Warning—For external use only.
CHLORTETRACYCLINE OR TETRA
CYCLINE - CONTAINING PREPARA
TIONS FOR VETERINARY USE ONLY. 
(See Part 546 of this chapter.)

All drugs containing Chlortetracycline 
or tetracycline or their derivatives, 
labeled solely for veterinary use and 
bearing directions for use by the laity, 
are required to bear a label statement 
to the effect “For veterinary use only.”
CHLORTETRACYCLINE- OR TETRA
CYCLINE - CONTAINING PREPARA
TIONS FOR OPHTHALMIC, OTIC, OR 
ORAL USE; CHLORTETRACYCLINE- 
OR TETRACYCLINE - CONTAINING 
PREPARATIONS W ITH VASOCON
STRICTOR. (See §§ 546.180a(a), 546.- 
180e(a), 546.312b(a), and 546.481(a) of 
this chapter.)

Warning—Not for injection.
CHLORTETRACYCINE ORAL VET
ERINARY (CRUDE); CHLORTETRA
CYCLINE SEED. (See §§ 546.110a(a) and 
546.110b(a) of this chapter.)-

These drugs are required to bear the 
label statement “For oral veterinary use 
only.”
TETRACYCLINE HYDROCHLORIDE 
FOR INTRAMUSCULAR USE. (See 
§ 446.281b(a) of this chapter.)

This drug is required to bear the label 
statement “For intramuscular use only.”
BUFFERED CRYSTALLINE PENICIL
LIN. (See § 440.81(a) of this chapter.)

I f  represented for use as a treatment 
for mastitis, the statement: “ Impor
tant—Milk from treated segments of 
udders should be discarded or used for 
purposes other than human consump
tion for at least 72 hours after the last 
treatment.”
BUFFERED PENICILLIN POWDER, 
PENICILLIN POWDER W ITH  BUF
FERED AQUEOUS DILUENT; DI- 
BENZYLAMINE PENICILLIN AND PO
TASSIUM PENICILLIN P O W D E R ,  
B U F F E R E D ;  PENICILLIN W ITH 
VASOCONSTRICTOR. (See §§ 540.174a
(a) and 540.160(a) of this chapter.)

Warning—Not for injection.
CRYSTALLINE PENICILLIN-STREP
TOMYCIN- (OR DIHYDROSTREPTO
MYCIN-) POLYMYXIN-OX YTETRA- 
CYCLINE-CARBOMYCIN P O W D E R  
VETERINARY. (See § 540.881(a) of this 
chapter.)

These drugs are required to bear the 
label statement “For udder instillations 
or cattle only.”

DIETHYLSTILBESTROL FOR SHEEP. 
(See § 510.515(b) (38) of this chapter.)

Warning—Discontinue use 7 days be
fore the treated animals are slaughtered 
for human consumption.
EPHEDRINE PENICILLIN TABLETS. 
(See § 540.163(a) of this chapter.)

Warning—Not for injection or oral 
use.
EPINEPHRINE INJECTION 1: 1000 in 
10-MILLILITER CONTAINERS FOR 
EMERGENCY TREATMENT OF ANA
PHYLACTOID SHOCK IN  CATTLE, 
HORSES, SHEEP, AND SWINE. (See 
§ 500.65 of this chapter.)

The label for epinephrine injection 
1 : 1000 packaged for over-the-counter 
sale for veterinary use must bear the 
following statements in a prominent and 
conspicuous manner: “For emergency 
use only in the treatment of anaphylac
toid shock.

Usual dosage: Cattle, horses, sheep, 
and swine— 1 cubic centimeter per 100 
pounds of body weight. Inject sub
cutaneously.”

The labeling must also bear a descrip
tion of the symptoms of anaphylactoid 
shock including glassy eyes, increased 
salivation, grinding of the teeth, rapid 
breathing, muscular tremors, staggering 
gait, and collapse with death following. 
These symptoms may appear shortly 
after injection of a bacterin, vaccine, or 
antibotic.
PENICILLIN-CONTAINING PREPARA
TIONS FOR INTRAMUSCULAR USE 
ONLY. (See §§ 540.250(a), 540.253, 540.- 
255c(a), 540.265a, 540.265b(a), 540.274a
(a), 540.274f(a), 540.281a(a) of this 
chapter.)

All these preparations are required to 
bear the label statement “For intra
muscular use only.”
PENICILLIN-CONTAINING O I N T 
MENTS. (See Part 540 of this chapter.)

I f  these preparations are labeled 
solely for udder instillations of cattle and 
are packaged in glass containers, they 
are required to bear the label statements: 
“Not for injection. For udder instilla
tions of cattle only.” •

PENICILLIN FOR SURFACE APPLI
CATION.

I f  the drug is not sterile, the state
ments: “Not sterile—Nat for injection— 
Not to be used in deep wounds or body 
cavities.”
PENICILLIN-NEOMYCIN OINTMENT. 
(See § 540.874c(a) of this chapter.)

This drug is required to bear the label 
statement “For udder instillations of 
cattle only.”
PROCAINE PENICILLIN AND STREP
TOMYCIN (OR DIHYDROSTREPTO
MYCIN) IN  OIL; DIBENZYLAMINE 
PENICILLIN AND STREPTOMYCIN 
(OR DIHYDROSTREPTOMYCIN) IN 
OIL; PROCAINE PENICILLIN-STREP
TOMYCIN- (OR DIHYDROSTREPTO
MYCIN-) POLYMYXIN IN  OIL (OR
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OINTMENT). (See §§ 540.274e(a) and 
540.260(a) of this chapter.)

These drugs are required to bear the 
label statements: “For udder instilla
tions of cattle only” or “For subcutane
ous injection in fowl only. Inject in the 
neck immediately behind the head.”
PROCAINE PENICILLIN IN OIL: PRO
CAINE PENICILLIN AND STREPTO- 
M Y  C IN  (OR DIHYDROSTREPTO
MYCIN) IN OIL; PENICILLIN-STREP
TOMYCIN- (OR DIHYDROSTREPTO
MYCIN-) NEOMYCIN IN  OIL; BENZ
ATHINE PENICILLIN G IN  OIL; 
BENZATHINE PENCILLIN G-PRO- 
CAINE PENICILLIN G-STREPTOMY- 
CIN (OR DIHYDROSTREPTOMYCIN) 
IN  OIL. (See §§ 540.255b, 540.274c(a), 
and 540.274e(a) of this chapter.)

These drugs are required to bear the 
label statements:

“For udder instillations of cattle only” 
(if intended for such use): or 

“For subcutaneous injection in fowl 
only. Inject in the neck immediately 
behind the head.” (if packaged and 
labeled solely for subcutaneous injection 
in fow l).
STREPTOMYCIN FOR TOPICAL USE. 
(See § 544.370a of this chapter.)

Caution—Not for intravenous or sys
temic medication.
Subpart C— Voluntary Warning and Caution 

Statements
§ 505.20 Recommended animal drug 

warning and caution statements.
ACETYLAMINONITROTHIAZ OLE FOR 
POULTRY.

Warning—Discontinue use at least 1 
week before slaughtering birds for food 
to eliminate the drug from the food.
AMINONITROTHIAZOLE (2-AMINO-
5-NITROTHIAZOLE) FOR POULTRY.

Warning—Discontinue use at least 1 
week before slaughtering birds fox food 
to eliminate the drug from the food.
ANESTHETICS FOR EXTERNAL USE 
(LOCAL ANESTHETICS).

Caution—Not for prolonged use. I f  
the condition for which this preparation 
is used persists or if a rash or irritation 
develops, discontinue use and consult 
veterinarian.
ANTHELMINTICS.

Caution—Consult veterinarian before 
using in severely debiliated animals.
ANTHELMINTICS: PHENOTHIAZINE.

Warning—Do not treat lactating dairy 
animals.

Caution—Consult veterinarian before 
using in severely debilitated animals. 
Individual animals are occasionally sen
sitive to phenothiazine.
ANTIHISTAMINICS FOR EXTERNAL 
USE.

Caution—If  the condition for which 
this preparation is used persists or if a 
rash or irritation develops, discontinue 
use and consult veterinarian.
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ANTISEPTICS FOR EXTERNAL USE.
Caution—In case of deep or puncture 

wounds or serious burns consult veter
inarian. I f  redness, irritation, or swell
ing persists or increases, discontinue use 
and consult veterinarian.
CARBOLIC ACID (PHENOL) PREP
ARATIONS (MORE THAN 0.5 PER
CENT) FOR EXTERNAL USE.

Caution—Use only as directed. Avoid 
contact with the eyes and mucous mem
branes. Do not apply to large areas of 
broken skin. Do not use on cats.
CORTISONE, HYDROCORTISONE, 
PREDNISOLONE AND PREDNISONE 
PREPARATIONS FOR EXTERNAL 
USE.

Caution—Do not use where infection 
(pus) is present, since the drug may 
allow infection to spread. I f  redness, 
irritation, or swelling persists or in
creases, discontinue use and consult vet
erinarian.
COUNTERIRRITANTS AND RUBE
FACIENTS.

Cautions—Do not apply to irritated 
skin or if excessive irritation develops. 
Avoid getting into eyes or on mucous 
membranes.
CREOSOTE, CRESOLS, GUAIACOL, 
AND SIMILAR SUBSTANCES IN 
PREPARATIONS FOR EXTERNAL 
USE.

Caution—Use only as directed. Avoid 
contact with eyes and mucous mem
branes. Do not apply to large areas of 
broken skin. Not recommended for use on 
cats.
DIARRHEA PREPARATIONS.

Caution—If  symptoms persists after 
using this preparation for 2 or 3 days, 
consult veterinarian.
DIETHYLSTILBESTROL IN ANIMAL 
FEEDS.

Warning—Discontinue uSe at least 7 
days before slaughtering animals for 
food to eliminate the drug from the food.
DISPENSERS PRESSURIZED BY GAS
EOUS PROPELLANT FOR DRUGS FOR 
EXTERNAL USE.

Caution—Keep away from eyes or 
other mucous membranes. Avoid in
haling.

This warning is not necessary for 
preparations especially designed for use 
on mucous membranes.

Warning—Contents under pressure. 
Do not puncture. Do not use or store 
near heat or open flame. Exposure to 
temperatures above 130° Fahrenheit may 
cause bursting. Never throw container 
into fire or incinerator.
DRESSINGS, PROTECTIVE SPRAY- 
ON TYPE.

Caution—In case of deep or puncture 
wounds or serious burns or if redness, 
irritation, or swelling persists or in
creases, consult veterinarian.
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Keep away from eyes or other mucous 
membranes. Avoid inhaling.

See also Dispensers Pressurized by 
Gaseous Propellant * * * for addi
tional warnings to be included for prod
ucts under pressure.
ESTROGEN PELLETS IN CATTLE 
AND SHEEP.

Warning—Implant pellets in the
__________  (name of the anatomical
area) only. Any other location may result 
in violation of Federal law. Do not at
tempt salvage of implanted site for 
human or animal food.
NICARBAZIN FOR POULTRY.

Warning—Do not feed to laying hens 
in production. Discontinue use at least 
4 days before slaughtering birds for 
food to eliminate the drug from the food.
OPHTHALMIC PREPARATIONS.

Caution—If condition persists or in
creases discontinue use and consult 
veterinarian. Keep container tightly 
closed.

Solutions should also include the fo l
lowing statement: “Do not touch applica
tor tip to any surface, since this, may 
contaminate solution."
SALMONELLOSIS TREATMENTS FOR 
POULTRY.

Important—Poultry that have sur
vived salmonella outbreaks should not be 
kept for laying-house replacements or 
breeders, unless tests show that they are 
not carriers.
SULFONAMIDE P R E P A R A T IO N S  
(SYSTEMIC).

Caution—If symptoms persist after 
using this preparation for 2 or 3 days 
consult veterinarian.
SULFONAMIDES FOR EXTERNAL 
USE.

Caution—If redness, irritation, or 
swelling persists or increases, discontinue 
use and consult veterinarian.

I f  the preparation has not been steri
lized, the following statement should also 
be used:

Caution—This preparation has not 
been sterilized. Do not use in body cavi
ties or deep wounds.

PART 510— NEW ANIMAL DRUGS
Subpart A— General Provisions

Sec.
510.3 Definitions and interpretations.
510.4 Biologies; products subject to license

control.
510.5 Certification of new animal drugs

containing any kind of penicillin, 
streptomycin, chlortetracycline, 
chloramphenicol, or bacitracin, or 
derivative thereof.

510.6 New animal drugs; transitional pro
visions re section 512 of the act. 

510:7 Consignees of new animal drugs for 
use in the manufacture of animal 
feed.

510.45 Packaging requirements for drugs for 
animal use^

510.55 Labeling requirements for antibiotic 
drugs for animal use.

510.95 Designated journals.
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Subpart B— Specific Administrative Rulings and 

Decisions
Sec.
510.105 Labeling of drugs for use in milk-

producing animals.
510.106 Labeling of antibiotic and antibi

otic-containing drugs intended 
for use in milk-producing an
imals.

510.110 Antibiotics used in food-producing 
animals.

510.112 Antibiotics used in veterinary medi
cine and for nonmedical purposes; 
required data.

510.120 Suspension of approval of new-drug 
applications for certain diethyl- 
stilbestrol and diethylstilbestrol- 
containing drugs.

Subpart C— Exportation of New Animal Drugs 
510.200 Export of new animal drug.

Subpart D— Records and Reports
510.300 Records and reports concerning ex

perience with new animal drugs 
for which an approved application 
is in effect.

510.301 Records and reports concerning ex
perience with animal feeds bear
ing or containing new animal 
drugs for which an approved ap
plication is in effect.

510.302 Reporting forms.
510.310 Records and reports on new animal 

drugs and antibiotics for use in 
animals for which applications or 
certification Forms 5 and 6 be
came effective or were approved 
prior to June 20, 1963.

510.350 Records of distribution of animal 
drugs subject to section 512 (n ) 
of the act.

Subpart E— Requirements for Specific New 
Animal Drugs

510.410 Corticosteroids for oral, injectable, 
and intramammary use in ani
mals; warnings and labeling re
quirements.

510.440 Injectable iron preparations. 
510.450 Sulfonamide-containing drugs for 

oral, injectable, intramammary, or 
intrauterine use in food-produc
ing animals.

Subpart F— Animal Use Exemptions from 
Certification and Labeling Requirements

510.505 Antibiotic drugs subject to section 
512 (n ) of the act for fish diseases. 

510.510 Antibiotic drugs for use in medi
cated animal feed- (antibiotic 
medicated feed premixes).

510.515 Animal feeds bearing or containing 
new animal drugs subject to the 
provisions of section 512 (n) of 
the act.

Subpart G— Sponsors of Approved Applications
510.600 Names, addresses, and code num

bers of sponsors of approved ap
plications.

Auth o rity  : Secs. 512, 701 (a ) , 52 Stat. 1055, 
82 Stat. 343-351 (21 U.S.C. 360b, 371), unless 
otherwise noted.

Subpart A— General Provisions 
§ 510.3 Definitions and interpretations.

As used in this part:
(a) The term "act”  means the Fed

eral Food, Drug, and Cosmetic Act, as 
amended (secs. 201-902, 52 Stat. 1040 et 
seq., as amended; 21 U.S.C. 321-392).

(b) “Department” means the Depart
ment of Health, Education, and Welfare.

(c) "Secretary” means the Secretary 
of Health. Education, and Welfare.

(d) “Commissioner” means the Com
missioner of Food and Drugs.

(e) "Person” means individuals, part
nerships, corporations, and associations.

( f ) The definitions and interpretations 
of terms contained in section 201 of the 
act shall be applicable to such terms when 
used in the regulations in this part.

(g) The term '"new animal drug” 
means any drug intended for use for 
animals other than man, including any 
drug intended for use in animal feed but 
not including such animal feed:

(1) The composition of which is such 
that such drug is not generally recog
nized, amongL experts qualified by scien
tific training and experience to evaluate 
the safety and effectiveness of animal 
drugs, as safe and effective for use under 
the conditions prescribed, recommended, 
or suggested in the labeling thereof; ex
cept that such a drug not so recognized 
shall not be deemed to be a "new animal 
drug” if at any time prior to June 25, 
1938, it was subject to the Food and Drug 
Act of June 30, 1906, as amended, and if 
at such time its labeling contained the 
same representations concerning the con
ditions of its use; or

(2) The composition of which is such 
that such drug, as a result of investiga
tions to determine its safety and effec
tiveness for use under such conditions, 
has become so recognized but which has 
not, otherwise than in such investiga
tions, been used to a material extent or 
for a material time under such condi
tions; or

(3) Which drug is composed wholly or 
partly of any kind of penicillin, strep
tomycin, chlortetracycline, chloram
phenicol, or bacitracin, or any derivative 
thereof, except when there is in effect a 
published order of the Secretary declar
ing such drug not to be a new animal 
drug on the grounds that:.

(i) The requirement of certification of 
batches of such drug, as provided for in 
section 512 (n) of the act, is not necessary 
to insure that the objectives specified in 
paragraph (3) thereof are achieved; and

(ii) That neither paragraph (g) (1) 
nor (2) of this section applies to such 
drug.

(h) The term “animal feed” means an 
article which is intended for use for food 
for animals other than man and which is 
intended for use as a substantial source 
of nutrients in the diet of the animal, 
and is not limited to a mixture intended 
to be the sole ration of the animal.

(i) The newness of an animal drug, 
including a new animal drug intended 
for use in or on animal feed, may arise 
by reason of: (1) The newness for its 
intended drug use of any substance of 
which the drug is comprised, in whole 
or in part, whether it be an active sub
stance or a menstruum, excipient, car
rier, coating, or other component; (2) 
the newness for its intended drug use of 
a combination of two or more sub
stances, none of which is itself a new 
animal drug; (3) the newness for its in
tended drug use of the proportion of a 
substance in a combination, even though 
such combination containing such sub
stance in other proportion is not a new 
animal drug; (4) the newness for its 
intended drug use in a different species 
of animal; (5) the newness of its in

tended drug use in diagnosing, curing, 
mitigating, treating, or preventing a dis
ease, or to affect a structure or function 
of the animal body, even though such 
drug is not a new animal drug when used 
in another disease or to affect another 
structure or function of the body; or (6) 
the newness of a dosage, or method or 
duration of administration or applica
tion, or any other condition of use pre
scribed, recommended, or suggested in 
the labeling of such drug, even though 
such drug or animal feed containing 
such drug when used in another dosage, 
or another method or duration of ad
ministration or application, or different 
condition, is not a new animal drug.

(j )  "Animals used only for laboratory 
research” and “laboratory research ani
mals” mean individual animals or groups 
of animals intended for use and used 
solely for laboratory research purposes, 
regardless of species, and does not in
clude animals intended to be used for 
any food purposes or animals intended 
to be kept as livestock.

(k) The term "sponsor” means the 
person responsible for an investigation 
of a new animal drug, including respon
sibility for compliance with applicable 
provisions of the act and regulations. The 
“sponsor” may be an individual, part
nership, corporation, or Government 
agency or may be a manufacturer, sci
entific institution, or an investigator reg
ularly and lawfully engaged in the 
investigation of new animal drugs.

(l) “Designated journal(s)” means 
journals listed in § 510.95 and § 310.9 
of this chapter.
§ 510.4 Biologies; products subject to 

license control.
An animal drug produced and distrib

uted in full conformance with the ani
mal virus, serum, and toxin law of 
March 4, 1913 (37 Stat. 832; 21 U.S.C. 
151 et seq.) and any regulations issued 
thereunder shall not be deemed to be 
subject to section 512 of the Federal 
Food, Drug, and Cosmetic Act.
§ 510.5 Certification of new animal 

drugs containing any kind of peni
cillin, streptomycin,'chlortetracycline, 
chloramphenicol, or bacitracin, or 
derivative thereof.

(a) New animal drugs subject to the 
provisions of section 512 in ) of the act. 
New animal drugs that contain or pin- 
port to contain any kind of penicillin, 
streptomycin, chlortetracycline, chlor
amphenicol, bacitracin, or derivative 
thereof shall conform to:

(1) The specifications included in ap
plicable monographs published pursuant 
to section 512(n) of the act, and

(2) The conditions of use specified 
in regulations published pursuant to sec
tion 512 (i) of the act.

(b) New animal drugs subject to the 
provisions of section 512 (n) of the act 
and intended for use as components of 
animal feed. Penicillin, streptomycin, 
chlortetracycline, bacitracin, feed grade 
bacitracin, feed grade manganese baci
tracin, feed grade zinc bacitracin, and 
bacitracin methylene disalicylate in
tended for use solely in the manufacture
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of one or more of the medicated animal 
feeds described in Part 558 of this chap
ter, and conspicuously-so labeled, shall be 
exempt from the certification require
ments of section 512 (n) of the act if its 
manufacturer, packer, or distributor:

(1) Holds an approval for such a drug 
as published in accordance with section 
512(i) of the act; and

(2) Holds an effective permit from 
the Commissioner issued under the pro
visions of § 433.13 of this chapter au
thorizing shipment for manufacturing 
use to such establishment.

(c) Animal feeds subject to the provi
sions of section 512(m) of the act and 
bearing or containing a new animal drug 
subject to the provisions of section 512 
(n ) . An animal feed that bears or con
tains or purports to bear or contain peni
cillin, streptomycin, chlortetracycline, or 
bacitracin, or any derivative thereof, 
shall be exempted from the requirements 
of section 512(m) of the act in accord
ance with the conditions specified in ap
plicable regulations published in Part 
558 of this chapter.
§ 510.6 New animal drugs; transitional 

provisions re section 512 of the act.
(a) Section 512 of the Federal Food, 

Drug, and Cosmetic Act was enacted on 
June 13, 1968, to become effective Au
gust 1,1969, by the Animal Drug Amend
ments of 1968 (Public Law 90-399).

(b) The provisions of the Animal Drug 
Amendments of 1968 require extensive 
revisions to existing regulations.

(c) Such regulations will be published 
at an early date in  the F e d e r a l  R e g i s t e r . 
An opportunity for comment by inter
ested parties will be provided.

(d) Pending promulgation of the 
necessary regulations under section 512 
of the act, the currently used Form FD 
356-Rev. 1965, Form 5, and Form FD- 
1800 will be acceptable as a basis for ap
proval of applications of new animal 
drugs and feeds containing new animal 
drugs under the provisions of section 512 
provided that such applications Include:

(1) A practicable method of analysis 
for determining the quantity, if any, of 
any substance in or on food resulting 
from the use of a new animal drug.

(2) The conditions and indications 
for use of the new animal drug, includ
ing any proposed tolerance or withdraw
al period or other use restrictions for 
such drug required in order to assure 
that the proposed use of the drug will 
be safe, and if the new animal drug Is 
Intended for use in animal feed, appro
priate purposes and conditions of use 
(including special labeling requirements 
applicable to any animal feed in which 
the drug is to be approved).

(3) Applications submitted in the 
Form FD-1800 shall in lieu of the in
formation required by section I Include a 
reference to the regulation in Subpart C 
of Part 121 of this chapter upon which 
the application relies as a basis for ap
proval of the application with respect to 
the use of a new animal drug in feed 
and the name and address of the sup
plier of the new animal drug.
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(e) A new animal drug intended for 
use in the manufacture of animal feed 
shall be deemed to'be unsafe unless at 
the time of its removal from the estab
lishment of a manufacturer, packer, or 
distributor of such drug, such manu
facturer, packer, or distributor has an 
unrevoked written statement from the 
consignee of such drug or a notice from 
the Food and Drug Administration to 
the effect that with respect to the use of 
such drug in animal feed, the consignee:

(1) Is the holder of an approved Form 
FD-1800; or

(2) Will, if the consignee is not a user 
of the drug, ship such drug only to a 
holder of an approved Form FD-1800.
An unrevoked written notice that a new- 
drug application, supplemental new-drug 
application, antibiotic Form 10, or Form 
FD-1800 has been approved for such use 
of the drug in animal feed meets this 
requirement.

(f) The requirements of section 512 
of the act shall apply with regard to 
approval, refusal to approve, and revo
cation of applications with respect to 
new animal drugs and feeds containing 
new animal drugs. All prior approvals of 
new-drug applications, supplemental 
new-drug applications, master flies. 
Form FD-1800, and antibiotic Forms 5, 
6, and 10, and food additive regulations 
for such drugs and feeds containing such 
drugs shall remain in effect until with
drawn or suspended under provisions of 
section 512 of the act.

<g) The regulations Included in Sub
parts C and D of Part 121 of this chapter 
remain in effect until they have been in
corporated as regulations under section 
512(i) of the act or have been amended 
or revoked as provided in paragraph (f )  
of this section.
§ 510.7 Consignees of new animal drugs 

for use in the manufacture of animal 
feed.

(a) A  new animal drug intended for 
use in the manufacture of animal feed 
shall be deemed to be unsafe unless at 
the time of its removal from the estab
lishment of a manufacturer, packer, or 
distributor of such drug, such manufac
turer, packer, or distributor has an un
revoked written statement from the con
signee of such drug, or a notice from the 
Secretary, to the effect that with respect 
to the use of such drug in animal feed 
the consignee:

(1) Is the holder of an approved ap
plication under § 514.2 of this chapter; 
or

(2) Will, i f  the consignee is not a user 
of the drug, ship such drug only to a 
holder of an approved application under 
§ 514.2 of this chapter.

(b) The requirements of paragraph
(a) of this section do not apply:

(1) Where such drugs are intended 
for export and/or

(2) When the use of such drug in the 
manufacture of a finished feed has been 
exempted from the requirements of sec
tion 512(m) of the act under the condi
tions specified by regulations published 
in Part 558 of this chapter.
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§ 510.45 Packaging requirements for 
drugs for animal use.

The packaging requirements for anti
biotic drugs for veterinary use are de
scribed under § 432.1 of this chapter, 
except that antibiotic drugs for veteri
nary use need not be packaged for dis
pensing in containers of colorless, trans
parent glass.
§ 510.55 Labeling requirements for anti

biotic drugs for animal use.
I f  an antibiotic drug is subject to sec

tion 512(n) of the act and packaged for 
dispensing:

(a) It  shall be labeled in accordance 
with the requirements prescribed by 
§ 201.105 of this chapter and each pack
age shall include information containing 
directions and warnings adequate for the 
veterinary use of the drug by the laity 
in lieu of the statement “Caution: Fed
eral law restricts this drug to use by or on 
the order of a licensed veterinarian” (as 
provided in § 201.105(b) (1) of this chap
ter) unless such statement is required by 
regulations issued under section 512(i) of 
the act.

(b) Its labeling shall bear any addi
tional information required for the drug 
by specific regulations.

(c) Each package shall bear on its 
outside wrapper or container and the im
mediate container an expiration date 
prescribed for the drug as provided in 
§ 432.5(a) (3) of this chapter with the 
exception provided in § 432.5(c) of this 
chapter.

(d) I f  it is intended for udder instilla
tion in cattle, it shall be exempt from the 
requirements of § 201.105(b) (5) of this 
chapter.
(Sec. 507, 59 Stat. 468 as amended (21 
U.S.C. 357).)

§ 510.95 Designated journals.
The following journals, in addition 

to those listed in § 310.9 of this chapter, 
are available to the Food and Drug Ad
ministration and thus permit waiving of 
the submission of reprints and summa
ries covering reports contained in these 
journals to the extent that such require
ments are waived in the regulations in 
this part:
All Pet’s Magazine (Jersey City).
American Journal of Veterinary Research 

(Chicago).
Animal Health (Journal of the Animal 

Health Trust) (London).
Animal Nutrition & Health (Sausallto, 

Calif.).
Animal Production (Edinburgh).
Avian Diseases (Amherst).
British Poultry Science (Edinburgh). 
Canadian Journal of Comparative Medicine 

and Veterinary Science (Gardenvale, Que
bec).

Canadian Veterinary Journal (Guelph, On
tario) .

Cornell Veterinarian (Ithaca).
Experimental Parasitology (New York).
The Feed Bag (Milwaukee).
Feedstuffs (Minneapolis).
Hoard’s Dairyman (Fort Atkinson).
Journal of the American Veterinary Medical 

Association (Chicago).
Journal of Animal Science (A lbany).
Journal of Dairy Science (Champaign).
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Journal of Economic Entomology (Balti

more).
Journal of Small Animal Practice (London). 
Modern Veterinary Practice (formerly North

American Veterinarian) (Wheaton, 111.). 
National Hog Farmer (Grundy Center, Iow a). 
New Zealand Veterinary Journal (Welling

ton).
Poultry Science (Guelph, Ontario). 
Praktische Tierarzt (Postfach, Germany). 
Research In Veterinary Science (Chicago). 
Small Animal Clinician (Kansas City, Mo.). 
Veterlnaermedlzln (Konstanz, Germany). 
Veterinarian (London).
Veterinarian (International) (New Tork). 
The Veterinary Bulletin (Farnham Royal,

England).
Veterinary Medicine (Kansas City, Mo.). 
Veterinary Record (Croydon, England). 
Zentralblatt Fuer Veterlnaermedlzln Zentr.

Veterinaermed (Berlin).

Subpart B— Specific Administrative 
Rulings and Decisions

§ 510.105 Labeling of drugs for use in 
milk-producing animals.

(a) Part 540 of this chapter provides 
for new animal drugs intended for in
tramammary use in animals and includes 
conditions of use intended to prevent 
the contamination of milk from the use 
of such drugs.

(b) Preparations containing antibi
otics and other potent drugs labeled with 
directions for use in milk-producing an
imals will be misbranded under section 
502(f) (2) of the act unless their label
ing bears appropriate warnings and di
rections for use to avoid adulteration of 
milk under section 402(a) (2) (D) of the 
act.

(c) It  is the position of the Food and 
Drug Administration that the labeling 
for such preparations should bear a clear 
warning that either:

(1) The article should not be admin
istered to animals producing milk, since 
to do so would result in contamination 
of the milk; or

(2) The label should bear the warn
ing, “Milk that has been taken from 
animals during treatment and within
-------- hours (------ _ milkings) after
the latest treatment must not be used 
for food,” the blanks to be filled in with 
the number of hours (not to exceed 96) 
and milkings that the manufacturer has 
determined by appropriate investigation 
is needed to insure that the milk will not 
carry residues resulting from use of the 
preparation. I f  the use of the prepara
tion as recommended does not result in 
contamination of the milk, neither of the 
above warning statements is required.
§ 510.106 Labeling of antibiotic and 

antibiotic-containing drugs intended 
for use in milk-producing animals.

Whenever the labeling of an antibiotic 
drug included in the regulations in this 
chapter suggests or recommends its use 
in milk-producing animals, the label of 
such drugs shall bear either the state
ment “Warning: Not for use in animals 
producing milk, since this use will result 
In contamination of the milk” or the 
statement “Warning: Milk that has been 
taken from animals during treatment
and for — hours (____milkings) after
the latest treatment must not be used

for food” , the first blank being filled in 
with the figure, which shall not be 
greater than 96, that the Commissioner 
has authorized the manufacturer of the 
drug to use, and the second figure shall 
be the first number divided by 12. The 
Commissioner shall determine what such 
figures shall be from information sub
mitted by the manufacturer and which 
the Commissioner considers is adequate 
to prove that period of time after the 
latest treatment that the milk from 
treated animals will contain no residues 
from use of the preparation. I f  the 
Commissioner determines from the in
formation submitted that the use of the 
antibiotic drug as recommended does not 
result in its appearance in the milk, he 
may exempt the drug from bearing either 
of the above warning statements.
(Sec. 507, 59 Stat. 463 as amended (21 
U.S.C. 357).)

§ 510.110 Antibiotics used in food-pro
ducing animals.

(a) The Food and Drug Administra
tion in the interest of fulfilling its re
sponsibilities with regard to protection 
of the public heálth has requested an 
evaluation of the public health aspects 
of the use of antibiotics in veterinary 
medical and nonmedical uses. There is 
particular concern with regard to the 
potential hazards associated with the 
extensive use of antibiotics administered 
to food-producing animals. Accordingly, 
an ad hoc committee on the Veterinary 
Medical and Nonmedical Uses of Anti
biotics was established by the Food and 
Drug Administration to study and advise 
the Commissioner of Food and Drugs on 
the uses of antibiotics in veterinary 
medicine and for various nonmedical 
purposes as such uses may affect the 
enforcement of the Federal Food, Drug, 
and Cosmetic Act with respect to their 
safety and effectiveness.

(b) Based upon an evaluation of the 
conclusions of said Committee and other 
relevant material, § 510.112 was pub
lished in the F ederal R egister of August 
23, 1966 (31 FR 11141) , asking sponsors 
of drugs containing any antibiotic in
tended for use in food-producing ani
mals to submit data to establish whether 
such antibiotic and its metabolites are 
present as residues in edible tissues, milk, 
and eggs from treated animals. The data 
on the residues of antibiotics in milk 
from intramammary infusion prepara
tions were requested within 60 days and 
the data on all other products were re
quested within 180 days following the 
date of publication of § 510.112 in the 
F ederal R egister .

(c) An evaluation of the data now 
available shows that use of many anti
biotic preparations cause residues in 
edible products of treated animals for 
varying and, in some cases, for long 
periods of time following the last ad
ministration. Because of the accumula
tion of new information with regard to 
the development of resistance of bacteria 
to antibiotics, the ability of bacteria to 
transfer this resistance, and the develop
ment of sensitivity to antibiotics in

humans, unauthorized and unsafe resi
dues of antibiotics cannot be permitted 
in food obtained from treated animals.

(d) Based on evaluation of informa
tion available, including the conclusions 
of the aforementioned ad hoc Committee, 
the Commissioner concludes that anti
biotic preparations intended for use in 
food-producing animals, other than 
topical and ophthalmic preparations, are 
not generally recognized among qualified 
experts as having been shown to be safe 
for their intended use(s) within the 
meaning of section 201 (s) of the Federal 
Food, Drug, and Cosmetic Act.

(e) Therefore, all exemptions from 
the provisions of section 409 of the act 
for use of antibiotics in food-producing 
animals based on sanctions or approvals 
granted prior to enactment of the Food 
Additives Amendment of 1958 (Public 
Law 85-929; 72 Stat. 1784) will be re
voked and the uses which are concluded 
to be safe will be covered by food additive 
regulations. On those products for which 
there are inadequate residue data, ac
tions Will be initiated to amend or revoke 
antibiotic regulations under the provi
sions of section 507 of the act, or to with
draw approval of new-drug applications 
under the provisions of section 505 of the 
act. Antibiotic preparations, other than 
those for topical and ophthalmic appli
cation in food-producing animals, which 
are not covered by food additive regula
tions will be subject to regulatory action 
within 180 days after publication of the 
forthcoming revocation order.

(f )  Because of the variation In the 
period of time that antibiotic residues 
may remain in edible products from 
treated animals, all injectable, intra
mammary infusion, intrauterine, and 
oral preparations (except certifiable 
antibiotics), including medicated pre
mixes intended for use in food-producing 
animals, are deemed to be new drugs as 
well as food additives. An Antibiotic 
Form 6 (see § 431.50 of this chapter) will 
be required for all medicated premixes 
containing certifiable antibiotics.
(Sec. 409, 505, 507, 52 Stat. 1052, as amended, 
59 Stat. 463, as amended. 72 Stat. 17P5 et seq., 
as amended; 21 U.S.C. 348, 355, 357)

§ 510.112 Antibiotics used in veterinary 
medicine and for noninedicai pur
poses ; required data.

(a ) An ad hoc committee, Committee 
on the Veterinary Medical and Nonmedi
cal Uses of Antibiotics, was formed by 
the Food and Drug Administration to 
study, and advise the Commissioner on, 
the uses of antibiotics in veterinary 
medicine and for various nonmedical 
purposes as such uses may affect the en
forcement of the Federal Food, Drug, 
and Cosmetic Act with respect to the 
safety and effectiveness of such sub
stances. A copy of the report may be 
obtained from the Food and D ru g  Ad
ministration, Office of the Assistant 
Commissioner for Public Affairs, 5600 
Fishers Lane, Rockville, MD 20852.

(b) On the basis of the report of the 
Committee and other Information, spon
sors of drugs containing any antibiotic
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Intended for use in food-producing ani
mals shall submit data for determining 
whether or not such antibiotics and their 
metabolites are present as residues in 
edible tissues, milk, -and eggs from 
treated animals; however, in the case of 
a drug for which such data have already 
been submitted and for which a regula
tion has been promulgated under section 
409 of the act, only such data as has been 
accumulated since the issuance of the 
regulation need be submitted.

(c) The required data shall be sub
mitted within 180 days of the date of 
publication of this section in the F ederal 
R egister ; except that in the case of data 
on intmLmn.mmn.ry infusion preparations, 
the data shall be submitted within 60 
days of such publication. Data demon
strating the absence in milk of residues 
of intramammary infusion preparations 
when used as directed in their labeling 
are needed within the 60-day period be
cause of the importance of milk in the 
human diet.

(d) Regulatory proceedings including 
revocation of prior sanctions, or actions 
to suspend or amend new drug or antibi
otic approvals granted prior to passage 
of the Food Additives Amendment of 
1958 (72 Stat. 1784), may be Initiated 
with regard to the continued marketing 
of any antibiotic preparation on which 
the required information is not submitted 
within the period of time prescribed by 
paragraph (c"> of this section.

(e) Questions relating to the accepta
bility of proposed research protocols and 
assay methods for determining the 
amount of antibiotic residues in food 
should be directed to the Director, Bu
reau of Veterinary Medicine, Food and 
Drug Administration, 5600 Fishers Lane, 
Rockville, MD 20852.
(Secs. 409, 505, 507, 52 Stat. 1052, as amended, 
59 Stat. 463. as amended, 72 Stat. 1785; 21 
U.S.C. 348, 355, 357)

§ 510.120 Suspension of approval of 
new-drug applications for certain di- 
ethylstilbestrol and diethylstilbestrol- 
containing drugs.

In  the matter of suspension of approval 
of New-Drug Application Nos. 7175, 7310, 
8254, 9105, 9506, 9532, 11121: [Mattox and 
Moore, Inc., Indianapolis, IN; Vineland 
Poultry Laboratories, Vineland, NJ; George 
N. Bell Co., Indianapolis, IN, respondents 
(FDC-D-49, 50, and 55) ].

Following the public hearing held in the 
above-identified matter, beginning on April 
25, 1960, and finally terminating on June 17, 
1960, and issuance of tentative findings of 
fact, conclusions of law and facts, and tenta
tive order, the Commissioner of Food and 
Drugs on December 15, 1961, issued final 
findings of fact, conclusions of law and facts 
and a final order. This final order concluded 
that all the products involved were unsafe 
within the meaning of section 505(e) of the 
Federal Food, Drug, and Cosmetic Act, in 
that the drug diethylstilbestrol is capable of 
producing and has produced cancer in ani
mals and that this drug may be expected to 
produce, excite or stimulate the growth of 
certain cancers in human beings.

This final order was appealed to the U.S. 
District Court for the District of New Jersey, 
pursuant to the then effective provisions of 
section 505(h) of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 355(h)). On Au-
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gust 20, 1964, this Court set aside this final 
order and remanded the case to the Food and 
Drug Administration with directions to re
consider the case in conformity with the 
opinion of the Court. (Goldhaft et al. t/a 
Vineland Poultry Laboratories v. George P. 
Larrick, et al.; Civil Action No. 122-62.)

Pursuant to the above-described opinion 
and order of the Court this case has been 
reconsidered.

Based on the substantial evidence of rec
ord, and pursuant to section 505(e) of the act 
(21 U.S.C. 355(e)) and Part 310 of Title 21 
of the Code of Federal Regulations.

It is ordered, That:
1. New-Drug Application 7175, covering the 

drug "Tend-A-Wate,” filed by Mattox & 
Moore, Inc., be, and is hereby suspended.

2. New-Drug Application 9532, covering 
the drugs “Tend-A-Wate 537,” “Tend-A-Wate 
539,” and "Tend-A-Wate 545,” filed by Mat
tox & Moore, Inc., be, and is hereby sus
pended.

3. New-Drug Application 7310, covering the 
drug "Tenderettes,” filed by Vineland Poultry 
Laboratories, be, and is hereby suspended.

4. New-Drug Application 9105, covering 
the drug “Caponade,” filed by Vineland 
Poultry Laboratories, be, and is hereby sus
pended.

5. New-Drug Application 11121, covering 
the drug "Stilboserts,” filed by George N. 
Bell, Manufacturing Chemists, be, and is 
hereby suspended.

6 . New-Drug Application 8254, covering 
the drug “No-Brood,” filed by Mattox and 
Moore, Inc., be, and is hereby suspended.

7. New-Drug Application 9506, covering 
the drug "Anti-Brood,” filed by Vineland 
Poultry Laboratories, be, and is hereby sus
pended.
(Secs. 505(e), 701(a), 52 Stat. 1053, 1055; 
76 Stat. 782; (21 U.S.C. 355(e), 371 ( a ) ).)

Subpart C— Exportation of New Animal 
Drugs

§ 510.200 Export of new animal drug.
Before a new animal drug or an ani

mal feed bearing or containing a new 
animal drug may be exported, it must 
comply with the regulations promulgated 
under section 512 of the act.

Subpart D— Records and Reports /
§ 510.300 Records and reports concern

ing experience with new animal drugs 
for which an approved application is 
in effect.

(a) On receiving notification that an 
application submitted pursuant to 
§514.1 of this chapter for a new animal 
drug is approved, the applicant shall 
establish and maintain such records and 
make such reports as are specified in this 
section ¡to facilitate a determination as to 
whether there may be grounds for sus
pending or withdrawing approval of the 
application or whether any applicable 
regulation should be amended or re
pealed. The applicant shall maintain 
adequately organized and indexed files 
containing full reports of information 
pertinent to the safety or effectiveness 
of the new animal drug that have not 
previously been submitted as part of his 
application for the drug and which are 
received-»or otherwise obtained by him 
from any source, as follows: '

(1) Unpublished reports of clinical or 
other animal experience, studies, investi
gations, and tests conducted by the appli-
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cant or reported to him by any person 
involving the new animal drug that is the 
subject of the application or any re
lated drugs. An adequate summary and 
bibliography of reports in the scientific 
literature would ordinarily suffice. (The 
application must identify at the time of 
each report submission, each drug he 
considers related to the subject drug.)

(2) Experience, investigations, studies, 
or tests involving the chemical or physi
cal properties or any other properties of 
the new animal drug, such as its be
havior or properties in relation to micro- 
oganisms, including both the effects of 
the drug on microorganisms and the 
effect of microorganisms on the drug.

(3) For information required by this 
section, adequate identification of its 
source, when known, including the name 
and post office address of the person who 
furnishes such information.

(4) Copies of all mailing pieces and 
other labeling, and, if it is a prescription 
new animal drug, all advertising other 
than that contained in the application 
used in promoting the drug, and copies 
of the currently used package labeling 
that gives full information for use of the 
drug whether or not such labeling is con
tained in the application.

(5) Information concerning the quan
tity of the new animal drug distributed 
in a manner and from that facilitates 
estimates of the incidence of any adverse 
effects reported to be associated with the 
use of the drug. This does hot require 
disclosure of financial, pricing, or sales 
data.

(6) Information concerning any pre
viously unreported changes from the 
conditions described in an application 
conforming to the conditions of § 514.8
(a) (5) of this chapter.

(b) The applicant shall submit to the 
Food and Drug Administration copies of 
the records and reports described in 
paragraph (a) of this section, except 
routine assay and control records, ap
propriately identified with the new ani
mal drug application (s) to which they 
relate, as follows:

(1) Immediately upon receipt by the 
applicant, complete records or reports 
covering information of the following 
kinds: .

(1) Information concerning a mixup in 
the new animal drug or its labeling with 
another article.

(ii) Information concerning any bac
teriological or significant physical or 
other change or deterioration in the new 
animal drug, or any failure of one or 
more distributed batches of the drug to 
meet the specifications established for it 
in the new animal drug application.

(2) As soon as possible, and In any 
event within 15 working days of its re
ceipt by the applicant, complete records 
of reports, concerning any information of 
the following kinds:

(i> Information concerning any un
expected side effects, injury, toxicity, or 
sensitivity reaction or any unexpected 
incidence or severity thereof associated 
with clinical use, studies, investigations, 
or tests, whether or not determined to 
be attributable to the new animal drug,
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except that this requirement shall not 
apply to the submission of information 
described in a written communication to 
the applicant from the Food and Drug 
Administration as types of information 
that may be submitted at other desig
nated intervals. “Unexpected” as used in 
this subdivision refers to conditions or 
developments not previously submitted 
as part of the new animal drug applica
tion, or conditions and developments 
occurring at a rate higher than that 
shown by information previously sub
mitted as part of the application.

(U) Information concerning any un
usual failure of the pew animal drug to 
exhibit its expected pharmacological 
activities.

(3) When mailing pieces, any other 
labeling, and advertising are devised’ for 
promotion of the new animal drug, spec
imens shall be submitted at the time of 
initial dissemination of such labeling 
and at the time of initial publication of 
any advertisement for a prescription 
drug. Mailing pieces and labeling de
signed to contain samples of a drug shall 
be complete except for the omission of 
the drug.

(4) All the kinds of information de
scribed in paragraph (a) of this section, 
other than that submitted under the 
provisions of paragraph (b) (1), (2), and
(3) of this section, shall be submitted 
as follows unless otherwise ordered in 
a written communication from the 
Commissioner:

(i) At intervals within 6 months be
ginning with the date of approval of the 
new animal drug application during the 
first year following such date, and at 
yearly intervals thereafter.

(ii) Whenever an applicant is required 
to submit reports under the provisions 
of paragraph (b) (4) (i) of this section 
with respect to more than one approved 
application for preparations containing 
the same new animal drug so that the 
same item(s) of information is (are) 
required to be reported for more than 
one application, he may elect to submit 
as a part of the report for one such 
application all the information common 
to such applications in lieu of reporting 
separately and repetitively on each. The 
applicant shall state when this is done 
and identify all the new animal drug 
applications for which the reports are 
submitted.

(iii) The submitted copies of records 
and reports shall include all the re
quired information that was received or 
otherwise obtained by the applicant dur
ing the designated intervals.

(5) On written order of the Commis
sioner, within the time stated in such 
order or agreed to by the applicant and 
the Commissioner, any designated rec
ords or reports, containing the kinds of 
information described in this section 
shall be submitted.

(c) The applicant shall, upon request 
of any properly authorized officer or em
ployee of the Department at reasonable 
times, permit such officers to have access 
to any copy and verify any records and
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reports established and maintained un
der the provisions of this section.

(d) I f  the Food and Drug Administra
tion finds that the applicant has failed 
to establish a system for maintaining 
required records or .has repeatedly or 
deliberately failed to maintain such rec
ords or to make required reports in ac
cordance with the provisions of this 
section, or that the applicant has refused 
to permit access to or copying of, or 
verification of such records or reports, 
the Commissioner shall give the appli
cant notice and opportunity for a hear
ing on the question of whether to with
draw the approval of the application, as 
provided in § 514.200 of this chapter.

(e) Upon written request of the ap
plicant stating reasonable grounds 
therefor, the Commissioner will make 
available any information in possession 
of the Food and Drug Administration of 
the kinds the applicant is required to 
maintain under the provisions of this 
section, except information readily 
available to the applicant from other 
sources or information which the Com
missioner concludes is confidential.

( f ) The “applicant” required to estab
lish and maintain records and make re
ports required by this section includes 
any person whose name appears on the 
labeling of the drug as its manufacturer, 
packer, or distributor under an approval 
or who is engaged in the manufacturing, 
processing, packing,. or labeling of the 
drug under an approval of the new ani
mal drug application or any supplement 
to it; however, to avoid unnecessary dup
lication in the submission of reports, any 
such applicant’s obligation to submit a 
report may be met by its submission on 
his behalf, designated as such, by an
other person responsible for reporting.
§ 510.301 Records and reports concern

ing experience with animal feeds 
bearing or containing new animal 
drugs for which an approved appli
cation is in effect.

Records and reports of clinical and 
other experience with the new animal 
drug will be maintained and reported, 
appropriately identified with the new 
animal drug application (s) to which they 
relate, to the Bureau of Veterinary Medi
cine in duplicate in accordance with the 
following:

(a) Immediately upon receipt by the 
applicant, complete records or reports 
covering information of the following 
kinds:

(1) Information concerning any mixup 
in the new animal drug or its labeling 
with another article.

(2) Information concerning any bac
teriological, or any significant" chemical, 
physical, or other change or deteriora
tion in the drug, or any failure of one or 
more distributed batches of the drug to 
meet the specifications established for 
it in the new animal drug application.

(b) As soon as possible, and in any 
event within 15 working days of its re
ceipt by the applicant, complete records 
or reports concerning any information 
of the following kinds:

(1) Information concerning any un
expected side effect, injury, toxicity, or 
sensitivity reaction or any unexpected 
incidence or severity thereof associated 
with clinical uses, studies, investigations, 
or tests, whether or not determined to be 
attributable to the new animal drug, 
except that this requirement shall not 
apply to the submission of information 
described in a written communication to 
the applicant from the Food and Drug 
Administration as types of information 
that may be submitted at other desig
nated intervals. “Unexpected” as used 
in this subparagraph refers to conditions 
or developments not previously submitted 
as part of the new animal drug applica
tion or not encountered during clinical 
trials of the drug, or conditions or de
velopments occurring at a rate higher 
than shown by information previously 
submitted as part of the new animal drug 
application or at a rate higher than en
countered during such clinical trials.

(2) Information concerning any un
usual failure of the new animal drug to 
exhibit its expected pharmacological 
activity.
§ 510.302 Reporting forms.

(a) The information described in 
§ 510.300 except that described in para
graph <b), (D , (2), and (3) of that sec
tion shall be submitted appropriately 
identified with the new animal drug ap
plication (s) to which they relate in dupli
cate on Form FD-2301 “Transmittal of 
Periodic Reports and Promotional Ma
terial for New Animal Drugs.”

(b) All adverse experiences with new 
animal drugs as described in §§ 510.300
(b) (2) or 510.301 (b) whether or not re
lated to a required periodic report sub
mitted on a Form FD-2301, shall be re
ported on Form FD-1932 “Adverse Drug 
Reaction” (except as provided in para
graph (c) of this section). Reports of 
adverse drug experiences may be sub
mitted initially in the form of a written 
communication, but any such communi
cation shall be followed promptly (but 
not necessarily within the prescribed 15 
working days) by a completed Form FD- 
1932. A separate "Adverse Drug Reac
tion” form should be submitted for each 
patient where feasible.

(c) In lieu of Form FD-1932 the 
holder of an approved new animal drug 
application may submit (1) a com
puterized report if the information con
tained therein and the sequence in which 
it is presented are equivalent to that re
quired by Form FD-1932 and the report 
is submitted in duplicate. Such reports 
will require initial approval by the Food 
and Drug Administration prior to use; 
and

(2) Copies of reports of reactions 
appearing in the published scientific 
literature may be submitted.

(d) Forms FD-1932 and FD-2301, with 
instructions for their use. may be ob
tained from the Food and Drug Admin
istration. Department of Health, Educa
tion. and Welfare, Bureau of Veterinary 
Medicine, 5600 Fishers Lane, Rockville, 
MD 20852.
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§ 510.310 Records and reports on new 
animal drugs and antibiotics for use 
in animals for which applications or 
certification Forms 5 and 6 became 
effective or were approved prior to 
June 20,1963.

(a) Each applicant for whom a new 
animal drug application or supplement 
for a drug for use in animals became 
effective or was approved at any time 
prior to June 20, 1963, each person hold
ing an approved Form 5 or 6 for an anti
biotic drug for use in animals at any time 
prior to June 20, 1963, and each person 
who has been manufacturing and/or 
marketing a product deemed approved 
under §§ 510.510 and 510.515, shall sub
mit in duplicate the following informa
tion for each dosage form within 90 days 
from the effective date of this section:

(1) Identification of the dosage form 
of the new animal drug by its established 
and proprietary names, i f  any, the for
mula showing quantitatively each ingre
dient of the drug to the extent disclosed 
on the label (a copy of the label will or
dinarily fulfill this requirement), the 
route of administration, and the new ani
mal drug or other identification or ap
plication number.

(2) Whether the new animal drug was 
marketed and whether it is currently 
marketed.

(3) I f  the new animal drug was mar
keted and marketing has been discon
tinued, the date and reason for discon
tinuing its marketing.

(b) Such reports shall be addressed to 
the Department of Health, Education, 
and Welfare, Food and Drug Adminis
tration, Bureau of Veterinary Medicine 
(HFV-1), 5600 Fishers Lane, Rockville, 
MD 20852, and shall be distinctly marked 
“New Animal Drug (or Antibiotic) Re
port,”  together with the applicable new 
animal drug application number, anti
biotic account number, or other identi
fication on the envelope.

(c) Reports showing that a new ani
mal drug was not marketed or has been 
discontinued may be followed by publi
cation in the F ederal R egister  of a no
tice of a proposal to withdraw approval 
of such application, on any of the 
grounds specified in section 512 of the 
act, giving any interested person who 
would be adversely affected by such an 
order an opportunity to respond and 
avail himself of a hearing prior to the 
issuance of such order. This will allow 
any person distributing a new animal 
drug that was covered by an application 
held by a person who did not market the 
drug or who has abandoned marketing 
of the drug an opportunity to show 
cause why approval of the application 
should not be withdrawn and why mar
keting of the drug should not be 
discontinued.
§ 510.350 Records of distribution of 

animal drugs subject to section 
512 (n) of the act.

(a) The person who requested certifi
cation shall keep complete records show
ing each shipment and other delivery 
(including exports) of each certified 
batch or part thereof by such person or

RULES AND REGULATIONS

by any person subject to his control. 
Such records shall show the date and 
quantity of each such shipment or de
livery and the name and post-office ad
dress of the person to whom such ship
ment or delivery was made, and shall be 
kept for not less than 3 years after such 
date.

(b) Upon the request of any officer or 
employee of the Food and Drug Adminis
tration, or of any other officer or em
ployee of the United States acting on 
behalf of the Secretary, the person to 
whom a certificate is issued shall at all 
reasonable hours make such records 
available to any such officer or employee 
and shall accord to him full opportunity 
to make inventory of stocks of such 
batch on hand and otherwise to check 
the correctness of such records.

Subpart E— Requirements for Specific 
New Animal Drugs

§ 510.410 Corticosteroids for oral, in
jectable, and intramammary use in 
animals; warnings; labeling require
ments.

(a) The Food and Drug Administra
tion has received reports concerning side 
effects associated with the oral, injecta
ble, and intramammary use of corti
costeroid drugs in animals. The use of 
these drugs has resulted in premature 
parturition when administered during 
the last trimester of pregnancy. Prema
ture parturition may be followed by 
dystocia, fetal death, retained placenta, 
and metritis. These drugs, unless they 
are intended for intramammary use are 
required to carry the veterinary prescrip
tion legend and are subject to the label
ing requirements of § 201.105 of this 
chapter.

(b) In view of these potentially serious 
side effects, the Commissioner of Food 
and Drugs has concluded that the label
ing on or within the package from which 
the product is to be dispensed, and any 
other labeling furnishing or purporting 
to furnish information for the use of 
these preparations, should bear con
spicuously;

(1) I f  subject to the labeling require
ments of § 201.105 of this chapter the 
following warning statement:

Warning: Clinical and experimental data 
have demonstrated that corticosteroids ad
ministered orally or by injection to animals 
may Induce the first stage of parturition 
when administered during the last trimester 
of pregnancy and may precipitate premature 
parturition followed by dystocia, fetal death, 
retained placenta, and metritis.

(2) I f  intended for intramammary 
use, the following warning statement:

Warning: Studies have demonstrated that 
corticosteroids may cause abortion or pre
mature birth when given during the last 
third of pregnancy and also may lead to 
difficulty in giving birth, death of fetus, re
tained afterbirth and Infection of the uterus. 
Therefore, to prevent these side effects, this 
preparation should not be administered dur
ing the last third of pregnancy.

The label revisions described above 
should be placed into effect at the earliest 
possible time and may be implemented
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without prior approval as provided for 
in § 514.8 (d) and (e) of this chapter.

(c) Approved new animal drug appli
cations which have not been supple
mented in accordance with paragraph
(b) of this section within 60 days follow
ing the date of publication of this state
ment of policy in the F ederal R egister  
will be subject to provisions of section 
512(e) of tiie Federal Food, Drug, and 
Cosmetic Act.
§ 510.440 Injectable iron preparations.

There has been an increasing interest 
in the use of injectable iron compounds 
for the prevention or treatment of iron- 
deficiency anemia in animals. Although 
some such preparations have been shown 
to be safe, such articles are regarded as 
new animal drugs within the meaning of 
the Federal Food, Drug, and Cosmetic 
Act. Accordingly, an approved new ani
mal drug application is required prior to 
the marketing of such preparations 
within the jurisdiction of the act. In ad
dition to the need for demonstrating the 
safety of such articles, the labeling of 
such preparations should not only recom
mend appropriate dosages of iron but 
also declare the amount (in milligrams) 
of available iron (Fe) per milliliter of 
the subject product.
§ 510.450 Sulfonamide-containing drugs 

for oral, injectable, intramammary, 
or intrauterine use in food-producing 
animals.

(a) The Commissioner of Food and 
Drugs announced in the F ederal R egis 
ter of October 23, 1970 (35 FR 16538) 
the need for additional information re
garding the labeling and residues of sul
fonamide-containing drugs as follows:

(1) New information available to the 
Commissioner of Food and Drugs has 
shown that, under certain circumstances 
where food-producing animals have been 
treated with oral or parenteral sulfona
mide-containing drugs, sulfonamide resi
dues may be detected in the edible prod
ucts of such animals when they are 
slaughtered within 10 days of the last 
treatment.

(2) The presence of sulfonamide resi
dues in food constitutes an adulteration 
within the meaning of section 402(a) (2) 
(D) of the act in the absence of a toler
ance for such residues established pur
suant to section 512 (i) of the act.

(3) To assure that edible products 
from treated animals are safe for human 
consumption, ‘ the labeling of prepara
tions which contain sulfonamide drugs 
intended for oral or parenteral use and 
which are not the subject of a regulation 
providing for such use shall bear:

(i) A statement that the use of the 
drug (other than use in chickens) must 
be discontinued 10 days before treated 
animals are slaughtered for food; or

(ii) A  statement of withdrawal period 
which has been established based upon 
data submitted to the Commissioner and 
found satisfactory for the elimination of 
drug residues from edible products.

(4) It has been concluded that, be
cause of poultry husbandry practices in
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the production of chickens, withdrawal 
periods exceeding 5 days for drugs ad
ministered continuously, are not gener
ally practical and cannot reasonably be 
expected to be followed. Therefore, it is 
concluded that such sulfonamide drugs 
are not to be used continuously in chick
ens unless a withdrawal period which 
does not exceed 5 days has been estab
lished in accordance with paragraph (a)
(3) (ii) of this section.

C5) Labeling revisions required for 
compliance with this paragraph were to 
be made at the earliest possible time and, 
in any case by January 21,1971. Any such 
products now on the market and not in 
compliance with this paragraph are sub
ject to regulatory action.

(6) The labeling requirements of para
graph (a) (3) (i) of this secton were 
disclosure of any record in the NADA file 
adopted as an interim measure. Sponsors 
of sulfonamide-containing drugs subject 
to the provisions of this' section were re
quired to submit by October 22, 1971, 
adequate data to permit the establish
ment of appropriate withdrawal periods 
as required by paragraph (a) (3) (h)  of 
this section.

(,b) Recently available studies indicate 
that the degree of thyroid response to 
exposure to sulfonamide drugs should be 
given greater significance in the evalua
tion of sulfonamide toxicity and in the 
determination of “no-effect” levels of 
the drugs in laboratory animals to sup
port the establishment of tolerances for 
negligible residues of sulfonamides, in 
edible products from treated animals.

(c) The Commissioner has concluded 
that because of questions raised regard
ing sulfonamide toxicity there is a need 
to facilitate a determination of whether 
there are grounds to invoke section 512
(e) of the act regarding the continued 
use of these sulfonamide-containing 
drugs. Therefore, it has been concluded 
that sulfonamide-containing drugs for 
oral, injectable, intrauterine or intra
mammary use in food-producing animals 
are new animal drugs for which ap
proved new animal drug applications are 
required. All persons or firms marketing 
such drugs which are not now the subject 
of an approved new animal drug appli
cation must submit a complete new ani
mal drug application on or before Janu
ary 20, 1975 for these drugs if marketing 
is to continue during the interim. Any 
such drug then on the market which is 
not the subject of an application submit
ted for such drug will be deemed adulter
ated within the meaning of section 501 
(a) (5) of the act and subject to regula
tory action. The submission of applica
tions for sulfonamide-containing drugs 
pursuant to § 558.15 (38 P R 0811) which 
were required to be submitted by July 19, 
1973 will be adequate to meet the re
quirements for submission of an appli
cation pursuant to this section.

(d) Under the provisions of section 
512(1) of the act, by July 22, 1975, each 
sponsor of a new animal drug applica
tion »for a sulfonamide-containing drug 
labeled for oral, injectable, intrauterine 
or intramammary use in food-producing 
animals shall submit, for each such drug,
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the results of 90-days subacute toxicity 
studies in one rodent and one non-rodent 
species. The studies shall include a de
termination of a “no-effect” level of the 
drug using thyroid response as one 
parameter. Protocols may be submitted 
to the Food and Drug Administration for 
review prior to the initiation of studies. 
I f  an evaluation of the results of these 
studies shows that existing methodology 
used to' establish negligible tolerances 
for residues of the sulfonamide drugs in 
edible tissues is not of adequate sensi
tivity and specificity, improved method
ology will be required. Any such drug 
then on the market which is not the sub
ject of such submitted studies will be' 
subject to the provisions of section 512
(e) (2) (A) of the act.

(e) New animal drug applications and 
the data required by this section pursu
ant to section 512(1)'o f the act shall be 
submitted to the Food and Drug Admin
istration, Bureau of Veterinary Medi
cine, Division of New Animal Drugs, 
HFV-300, 5600 Fishers Lane, Rockville, 
MD 20852.
Subpart F— Animal Use Exemptions From

Certification and Labeling Requirements
Au t h o r it y : Sec. 507, 59 Stat. 463 as 

amended (21 U.S.C. 357).

§ 510.505 Antibiotic drugs subject to 
section 512 (n) of the act for iish 
diseases.

Any antibiotic drug subject to the reg
ulations in this chapter intended for use 
solely in the prevention or treatment of 
disease in fish and conspicuously so la
beled shall be exempt from the require
ments of sections 502(1) and 507 of the 
act and the certification requirements of * 
section 512 (n), of the act if the fish so 
treated are not intended for human 
consumption.
§ 510.510 Antibiotic drugs for use in 

medicated animal feed (antibiotic 
medicated feed premixes).

Antibiotic drug premixes subject to 
section 512 (n) of the act shall be exempt 
from the certification requirements un
der the conditions specified in § 510.5(b).
§ 510.515 Animal feeds bearing or con

taining new animal drugs subject to 
the provisions of section 512 (n) of 
the act.

Animal feeds that bear or contain pen
icillin, streptomycin in combination with 
penicillin chlortetracycline, bacitracin, 
feed grade bacitracin, feed grade man
ganese bacitracin, feed grade zinc baci
tracin, and bacitracin methylene disali
cylate, with or without added suitable 
nutritive ingredients, are approved for 
use if they comply with the requirements 
of Part 558 of this chapter and any 
one of the following paragraphs of this 
section:

(a) It is intended for use solely as an 
animal feeding supplement, it is con
spicuously so labeled, anjl it is manufac
tured with or without one, but only one, 
of the following ingredients in a quan
tity, by weight o f feed, as hereinafter 
indicated:

(1) Arsanilic acid: Not less than 0.005 
percent and not more than 0.01 percent.

(2) Sodium arsanilate: Not less than
0.005 percent and not more than 0.01 
percent.

(3) 3 -  Nitro - 4-hydroxyphenylarsonic 
acid: Not less than 0.0025 percent and 
not more than 0.0075 percent except in 
chicken or turkey feed which shall con
tain not less than 0.0025 percent and not 
more than 0.005 percent.

(4) Furazolidone: 0.00083 percent.
(5) Furazolidone 0.00083 percent, with 

or without nitrofurazone 0.0056 percent, 
and/or 3-nitro-4-hydroxyphenylarsonic 
acid not less than 0.0025 percent and 
not more than 0.0075 percent except in 
chicken or turkey feed in which the limit 
of 3-nitro-4-hydroxyphenylarsonic acid 
shall be not less than 0.0025 percent and 
not more than 0.005 percent.

(b) It is intended for use in the condi
tions set forth in any one of the follow
ing subparagraphs of this paragraph:

(1) It is intended for use solely in the 
prevention of coccidiosis outbreaks in 
poultry flocks, its labeling bears adequate 
directions and warnings for such use, 
and it contains one, but only one, of the 
following ingredients in a quantity, by 
weight of feed, as hereinafter indicated:

(1) Sulfaquinoxaline: Not less than
0.0125 percent and not more than 0.025 
percent.

(ii) [Reserved]
(iii) Nitrofurazone: 0.0056 percent.
(iv) N*-acetyl-N1-(4-nitrophenyl) sul

fanilamide 0.03 percent and 3-nitro-4- 
hydroxyphenylarsonic acid 0.005 percent.

(v) Furazolidone 0.00083 percent, ni
trofurazone 0.0056 percent, with or with
out 3 - nitro - 4 - hydroxyphenylarsonic 
acid not less than 0.0025 percent and not 
more than 0.005 percent.

(2) It is intended for use solely in the 
control of coccidiosis outbreaks in poul
try flocks, its labeling bears adequate 
directions and warnings for such use, and 
it contains one, but only one, of the fol
lowing ingredients in a quantity, by 
weight of feed, as hereinafter indicated:

(1) Sulf aquinoxaline: Not less than 
0.033 percent and not more than 0.10 
percent.

(ii) [Reserved]
(iii) Nitrofurazone: 0.0056 percent.
(3) It is intended for use solely in the 

prevention of outbreaks of histomoniasls 
(“blackhead” ) in turkey flocks, its label
ing bears adequate directions and warn
ings for such use, and it contains one, 
but only one, of the following ingredients 
in a quantity, by weight of feed, as here
in after indicated:

(i) 2-Amino-5-nitrothiazole: 0.05 per
cent.

(ii) 4-Nitrophenylarsonic acid: 0.025 
percent.

(4) It  is intended for use solely in the 
control of outbreaks of histomoniasls 
(“blackhead” ) in turkey flocks, its label
ing bears adequate directions and warn
ings for such use, and it contains 2- 
amlno-5-nitrothiazole in a quantity, by 
weight of feed, of 0.10 percent.

(5) It is intended for use solely as an 
anthelmintic for poultry or swine, its 
labeling bears adequate directions and 
warnings for such use, and it contains
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one, but only one, of the following in
gredients in a quantity, by weight of feed, 
as hereinafter indicated:

(i) Di-N-butyl tin dilaurate 0.07 per
cent, nicotine 0.03 percent, and pheno- 
thiazine 0.29 percent.

(ii) Nicotine 0.067 percent, pheno- 
thiazine 0.60 percent, and 2,2'-dihy- 
droxy-5,5' -dichlorodiphenylmethane 0.28 
percent.

(ill) Phenothiazine, not less than 0.3 
percent and not more than 1.0 percent, 
and nicotine, not less than 0.03 percent 
and not more than 0.07 percent.

(iv) Phenothiazine, not less than 0.3 
percent and not more than 1.0 percent.

(v) Nicotine, not less than 0.03 per
cent and not more than 0.07 percent.

(vi) Sodium fluoride 0.3 percent and 
sodium sulfate 2,0 percent.

(vii) [Reserved]
(viii) [Reserved]
(lx) Sodium fluoride, not less than 0.5 

percent and not more than 1.0 percent.
(x ) Piperazine dihydrochloride, not 

less than 0.18 percent and not more than 
0.72 percent (piperazine base 0.1 percent 
to 0.4 percent).

(xi) Piperazine phosphate monohy
drate, not less than 0.23 percent and not 
more than 0.92 percent (piperazine base 
0.1 percent to 0.4 percent).

(xii) Piperazine sulfate, not less than 
0.21 percent and not more than 0.85 per
cent (piperazine base 0.1 percent to 0.4 
percent).
• (xiii) Piperazine monohydrochloride, 

not less than 0.13 percent and not more 
than 0.52 percent (piperazine base 0.1 
percent to 0.4 percent).

(xiv) Di-JV-butyl tin dilaurate 0.07 
percent, piperazine sulfate 0.12 percent 
and phenothiazine 0.29 percent.

(6) It is intended for use solely in the 
prevention of chronic respiratory disease 
(air-sac infection) and hexamitiasis in 
poultry, bacterial swine enteritis, and/ 
or bacterial calf diarrhea; its labeling 
bears adequate directions and warnings 
for such use, and it contains, per ton 
of feed, not less than 50 grams of chlor- 
tetracycline or oxytetracycline or a com
bination of such drugs; or, if  it is in
tended solely for use as an aid in the 
prevention of bacterial swine enteritis, 
it contains, per ton of feed, not less than 
45 grams nor more than 90 grams of 
penicillin and streptomycin in a combi
nation containing 16.7 percent penicillin. 
I f  it contains not less than 100 grams 
of chlortetracyline or oxytetracycline 
or a combination of such drugs per ton 
of feed, it may also be represented for 
use as an aid in the prevention of syno
vitis in poultry. When intended for the 
uses specified in this subparagraph, it 
may also contain, in the amount specified 
one, but only one, of the ingredients pre
scribed by paragraph (a) of this section.

(7) (i) It  is intended for use solely as 
a treatment for complicated, chronic 
respiratory disease (air-sac infection), 
infectious sinusitis, blue comb (nonspe
cific infectious enteritis, mud fever), and 
hexamitiasis in poultry, and/or bacterial 
swine enteritis; its labeling contains ade
quate directions and warnings for such 
use; and it contains, per ton of feed, not
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less than 100 grams of chlortetracycline 
or oxytetracycline or a combination of 
such drugs or not less than 90 grams nor 
more than 180 grams of pencillin and 
streptomycin in a combination contain
ing 16.7 percent penicillin. I f  it contains 
not less than 200 grams of chlortetracy- 
cline or oxytetracycline or a combination 
of such drugs per ton of feed, it may also 
be represented for use as an aid in the 
control of synovitis in poultry. When 
intended for the uses specified in this 
subparagraph, it may also contain, in 
the amount specified, one, but only one, 
of the ingredients prescribed by para
graph (a) of this section. I f  it is in
tended for use solely in poultry, it may 
contain 0.1 percent of para-aminoben- 
zoic acid or the sodium or potassium salt 
of para-aminobenzoic acid; or if it is 
intended for continuation of coccidiosis 
prevention it shall contain, in the 
amount specified, one of the ingredients 
prescribed by paragraph (b) (1) of 
this section. I f  it is intended for use 
solely in the treatment of the diseases 
of chickens described in this subpara
graph, it contains, per ton of feed, not 
less than 100 grams and not more than 
200 grams of chlortetracycline and it 
contains not less than 0.4 percent and 
not more than 0.8 percent of dietary cal
cium, then representations may be made 
in its labeling to the effect that the re
duced amount of calcium aids in increas
ing the concentrations of the antibiotic 
in the blood of treated birds; the labeling 
of such medicated feed shall include that 
required by § 121.208 of this chapter. I f  
it is intended for use solely as a treat
ment for bacterial swine enteritis, it may 
contain, per ton of feed, not less than 90 
grams nor more than 270 grams of peni
cillin and streptomycin in a combination 
containing 16.7 percent pencillin, pro
vided that its labeling bears a warning 
that the feed is not to be used for more 
than 14 days.

(ii) It  is also intended for use in the 
prevention and control of coccidiosis in 
chickens caused by E. tenella and E. 
necatrix; its labeling bears adequate di
rections and warnings for such use (in
cluding the directions and warnings 
required by paragraph (b) (7) (i) of this 
section), and it contains, per ton of 
feed, 200 grams of chlortetracycline and 
0.8 percent of dietary calcium.

(iii) It  is also intended for use in the 
treatment of coccidiosis in chickens 
caused by E. tenella and E. necatrix; its 
labeling bears adequate directions and 
warnings for such use (including the 
directions and warnings required by 
paragraph (b) (7) (i) of this section); 
and it contains, per ton of feed, 200 
grams of chlortetracycline and 0.4 per
cent to 0.55 percent of dietary calcium.

(8) It  js intended for use solely in the 
prevention of coccidiosis and hexa- 
mitasis outbreaks in turkey flocks, its 
labeling bears adequate directions and 
warnings for such use, and it contains 
di-N-butyl tin dilaurate in a quantity, by 
weight of feed, of 0.0375 percent.

(9) It  is intended for use solely in the 
prevention of chronic respiratory dis
ease (air-sac infection), infectious 
sinusitis, and blue comb (nonspecific in-
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fectious enteritis) in poultry and/or bac
terial swine enteritis; its labeling bears 
adequate directions and warnings for 
such use, and it contains, per ton of 
feed, the equivalent of not less than 
50 grams and not more than 100 grams 
of bacitracin, or not less than 50 grams 
and not more than 100 grams of peni
cillin, or not less than 50 grams and not 
more than 100 grams of penicillin and 
bacitracin in a combination containing 
not less than 50 percent nor more than 
75 percent of bacitracin. When intended 
for the uses specified in this subpara
graph, it may also contain, in the amount 
specified, one, but only one, of the in
gredients prescribed by paragraph (a) 
of this section.

(10) It is intended for use solely in 
the treatment of chronic respiratory dis- 
ease (air-sac infection), infections si
nusitis, and. blue comb nonspecific in
fectious enteritis) in poultry and/or 
bacterial jswine enteritis; its labeling 
bears adequate directions and warnings 
for such use; and it contains, per ton 
of feed, the equivalent of either 100 
grams of penicillin, or not less than 100 
grams and not more than 500 grams of 
bacitracin (as bacitracin or zinc baci
tracin) , or not less than 100 grams and 
not more than 200 grams of bacitracin 
(as bacitracin methylene disalicylate), 
or not less than 100 grams and not more 
than 500 grams of penicillin and baci
tracin (as bacitracin or zinc bacitracin) 
in a combination containing not less than 
50 percent nor more than 75 percent of 
bacitracin but in ño case containing 
more than 125 grams of penicillin, or 
not less than 100 grams and not more 
than 200 grams of penicillin and baci
tracin (a bacitracin methylene di
salicylate) in a combination containing 
not Jess than 25 percent of penicillin 
nor less than 50 percent of bacitracin; 
except that, if it is intended for the 
treatment of bacterial swine enteristis, 
it contains, per ton of feed, either 100 
grams of bacitracin (as bacitracin, zinc 
bacitracin, or bacitracin methylene di
salicylate), or 100 grams of a combina- 
ation of penicillin and bacitracin (as 
bacitracin, zinc bacitracin, or bacitracin 
methylene disalicylate), containing not 
less than 50 percent nor more than 75 
percent of bacitracin. When intended 
for the uses specified in this subpara
graph, it may also contain, in the amount 
specified, one, but only one, of the in
gredients prescribed by paragraph (a) 
of this section; Provided, however, That 
the level of antibiotic or antibiotic com
bination present is not greater than the 
minimum amount specified therefor in 
this subparagraph.

(11) It is intended for use solely as a 
treatment for bacterial swine enteritis 
caused by Salmonella choleraesuis, its 
labeling bears adequate directions and 
warnings for such use, and it contains 
nitrofurazone in a quantity, by weight 
of feed, of 0.056 percent.

(12) It  is intended for use solely in the 
prevention of coccidiosis, chronic res
piratory disease (air-sac infection) and 
hexamitiasis in poultry; its labeling 
bears adequate directions and warnings
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for such use; and it contains, in the 
amount specified, one of the ingredients 
prescribed by paragraph (b) (1) of this 
section and not less than 50 grams of 
chlortetracycline per ton of feed. When 
intended for such uses it may also con
tain oxytetracycline in a quantity not 
less than 50 grams per ton of feed.

(13) It is intended for use solely in 
the prevention or treatment of chronic 
respiratory disease (air-sac infection) 
and infectious sinusitis in poultry; its 
labeling bears adequate directions and 
warnings for such use; and it contains 
not less than 0.1 percent para-amino- 
benzoic acid or the sodium or potassium 
salt of para-aminobenzoic acid.

(14) It is intended solely as an aid 
in the prevention and control of losses 
due to low-grade bacterial enteritis in 
mink; its labeling bears adequate direc
tions and warnings for such use; and it 
contains not less than 5.7 grams of 
chlortetracycline, 1.0 gram of bacitracin, 
and 0.75 gram of penicillin (with or 
without oxytetracycline) per ton of 
feed.

(15) It.is  intended for use solely as 
an aid in the prevention or treatment 
or to lessen the morbidity in poultry in 
outbreaks of fowl typhoid, pullorum, the 
paratyphoids, infectious arthritis due to 
a filterable agent, histomoniasis (black
head) , hexamitiasis, quail disease (ulcer
ated enteritis), paracolon infection, 
avian infectious hepatitis, and coccidi- 
osis, its labeling bears adequate direc
tions and warnings for such use; and it 
contains the following quantities of fura
zolidone, by weight of feed, for the con
ditions indicated:

(i) For the prevention of fowl typhoid, 
pullorum, and the paratyphoids in birds 
older than 2 weeks: 0.0055 percent.

(ii) For the prevention of the diseases 
listed in paragraph (b) (15) (i) of this 
section in birds younger than 2 weeks, 
and for the treatment of these same con
ditions in birds regardless of age: 0.011 
percent.

(iii) For the prevention of histomoni
asis (blackhead), paracolon infection, 
and infectious arthritis due to a filterable 
agent, and for the prevention and treat
ment of hexamitiasis and quail disease 
(ulcerative enteritis): 0.011 percent.

(iv) For the treatment of histomoni
asis (blackhead), paracolon infection, 
and avian infectious hepatitis of chick
ens, and to lessen the morbidity in out
breaks of infectious arthritis due to a 
filterable agent: 0.022 percent.

(v) For the prevention of coccidiosis 
in chickens: 0.0055 percent.

.(vi) For the control of coccidiosis in 
chickens: 0.011 percent.

(16) (i) It  is intended for use solely 
in the prevention of chronic respiratory 
disease (air-sac infection); its labeling 
bears adequate directions and warnings 
for such use; and it contains not less 
than 50 grams of chlortetracycline or 
oxytetracycline or a combination of these 
two drugs per ton of feed. When in
tended for such use, it may also contain 
the equivalent of not less than 50 grams 
of bacitracin per ton of feed.

(ii) It is also intended for the preven
tion or treatment of the diseases of
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poultry specified in paragraph (b)(15) 
of this section; it contains one of the 
ingredients in the amount and under the 
conditions set forth in paragraph (b)
(16) (i) of this section; and it contains 
furazolidone in the amount specified in 
paragraph (b) (15) of this section.

(17) (i) It  is intended for use solely 
as an aid in the treatment of chronic 
respiratory disease (air-sac infection), 
infectious sinusitis, blue comb (nonspe
cific infectious enteritis, mud fever) in 
poultry; its labeling bears adequate di
rections and warnings for such use; and 
it contains not less than 100 grams of 
chlortetracycline or oxytetracycline or a 
combination of these two drugs per ton 
of feed. When intended for such use, 
it may also contain the equivalent of-not 
less than 100 grams of bacitracin per ton 
of feed.

(ii) It  is also intended for the pre
vention or treatment of the diseases of 
poultry specified in paragraph (b) (15) 
of this section; it contained one of the 
ingredients in the amount and under the 
conditions set forth in paragraph (b)
(17) .(i) of this section; and it contains 
furazolidone in the amount specified in 
paragraph (b) (15) of this section.

(18) (i) It  is intended for use solely 
in the prevention of outbreaks of coc
cidiosis in poultry flocks, and it contains 
nicarbazin (4,4'-dinitrocarbanilide com
plex with 2-hydroxy-4,6-dimethylpyrim- 
idine) in a quantity, by weight of feed, 
of not less than 0.01 percent and not 
more than 0.02 percent, or 2,4-diamino- 
5-(p-chlorophenyl) - 6 - ethy lpyrimidine in 
a quantity, by weight of feed, of 0.00075 
percent and sulfaquinoxaline in a quan
tity, by weight of feed, or 0.0075 percent; 
and there has been submitted to the 
Commissioner, in triplicate, adequate in
formation of the kind required for Form 
FD-1800—Revised under § 314.1(c) (3) 
of this chapter and such application has 
been approved by the Food and Drug 
Administration. The exemption shall ex
pire at the beginning of any act chang
ing the labeling or potency of such drug, 
unless an approved supplement to the 
application provides for the change or 
the change is made in conformance with 
other provisions of § 314.8 of this 
chapter.

(ii) It  is also intended for the preven
tion or treatment of the diseases of 
poultry specified in paragraph (b) (6) 
and (7) and/or (9) and (10) or (16) and
(17) of this section, it contains one of 
the ingredients in the amount and under 
the conditions set forth in paragraph (b)
(18) (i) of this section, and it contains 
the ingredients in the amounts specified 
in paragraph (b) (6) and (7) and/or (9) 
and (10) or (16) and (17) of this sec
tion, except that the coccidiostat shall 
be only one of those specified in para
graph (b) (18) (i) of this section.

(iii) It  is intended for use in the dis
eases specified in paragraph (b) (18)
(i), (ii), and (iv) of this section, it con
tains ingredients in the amounts and 
under the conditions specified in those 
subdivisions, and it contains one, but 
only one, of the ingredients prescribed by

paragraph (a) of this section and in the 
amounts specified in that paragraph.

(iv) It  is also intended for use as an 
adjunct in reducing the tapeworm and 
large roundworm burden of chickens so 
treated, it contains 2,2'-dihydroxy- 
3,3',5,5'-tetrachlorodiphenyl sulfide <bi- 
thionol), and 4,6-diamino-l- (4-methyl- 
mercaptophenyl) - 1,2 - dihydro - 2,2 - 
dimethyl - 1,3,5 - triazine hydrochloride 
(methiotriazamine), in the amounts and 
under the conditions set forth in para
graph (b) (18 )(i) of this section.

(19) [Reserved]
(20) It  is intended as an aid in stimu

lating growth, the prevention of coccid
iosis, large roundworms and tapeworms 
in chickens and turkeys and the preven
tion of hexamitiasis in turkeys, and it 
contains in a quantity by weight of feed 
acetyl (p-nitrophenyl) sulfanilamide 0.03 
percent, dibutyltin dilaurate 0.02 percent, 
dinitrodiphenylsulfonylethylenediami n e 
0.02 percent, and 3-nitro-4-hydroxy- 
phenylarsonic acid 0.005 percent.

(21) It is a medicated chicken feed 
containing penicillin and dienestrol di
acetate with or without amprolium in the 
amounts and for the purposes indicated 
in § 121.266 of this chapter, and its label
ing gives adequate directions and warn
ings for such use.

(22) (i) It is intended for use solely in 
the control of outbreaks of coccidiosis 
in poultry flocks and it contains in a 
quantity, by weight of feed, not less than 
0.003 percent and not more than 0.006 
p e r c e n t  of 2,4-diamino-5-(p-chloro- 
phenyl)-6-ethylpyrimidine and not less 
than 0.01 percent and not more than 
0.02 percent of sulfaquinoxaline, and 
there has been submitted to the Com
missioner, in triplicate, the information 
required for Form FD-1800—Revised 
under § 314.1(c) (3) of this chapter and 
such application has been approved by 
the Food and Drug Administration. The 
exemption shall expire at the beginning 
of any act changing the labeling or 
potency of such drug unless an approved 
supplement to the application provides 
for the change or the change is made in 
conformance with other provisions of 
§ 314.8 of this chapter.

(ii) It is intended for use in the disease 
specified in paragraph (b) (20) (i) of this 
section, if contains the ingredients in 
the amounts and under the conditions 
specified in that paragraph, and it con
tains one, but only one, of the ingredi
ents prescribed by paragraph (a) 
of this section and in the amounts speci
fied in that paragraph.

(23) It  is intended for use solely as an 
aid in the reduction of losses due to 
enterotoxemia in sheep; its labeling 
bears adequate directions and warnings 
for such use; and it contains not less 
than 20 grams of chlortetracycline per 
ton of feed.

(24) It  is intended for use in the main
tenance of weight gains of swine in the 
presence of atrophic rhinitis or as an aid 
in reducing the incidence of cervical 
abscesses in swine; its labeling bears ade
quate directions and warnings for such 
use; and it contains not less than 50 
grams of chlortetracycline per ton of 
feed.
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(25) It  is a medicated cattle feed con
taining Chlortetracycline in the amounts 
and for the purposes indicated in § 121.- 
208 of this chapter, and its labeling bears 
adequate directions and warnings for 
such use.

(26) (i) It  is intended for use solely 
for accelerating weight gains in beef cat
tle, and it contains a quantity of diethyl- 
stilbestrol adequate to provide not more 
than 10 milligrams per head per day 
when fed in accordance with the direc
tions for use that accompany the feed, 
and there has been submitted to the 
Commissioner, in triplicate, adequate in
formation of the kind required for Form 
F-1800 and such application has 
been approved by the Food and Drug 
Administration. The exemption shall ex
pire at the beginning of any act chang
ing the labeling or potency of such drug 
unless an approved supplement to the 
application provides for the change or 
the change is made in conformance 
with other provisions of § 514.9 of this 
chapter.

(ii) It is also intended for the preven
tion or treatment of the diseases specified 
in paragraph (b) (25) of this section, 
It  contains diethylstilbestrol in the 
amount and under the conditions set 
forth in subdivision (i) of this subpara
graph, and it contains the antibiotic in 
the amount specified in paragraph (c) 
(25) of this section.

(27) It  is intended for use as an aid 
in maintaining or increasing egg produc
tion, hatchability of eggs, prevention of 
early mortality of chicks when due to 
organisms that are sensitive to Chlortet
racycline, and for improving feed effi
ciency as related to egg production; its 
labeling bears adequate directions and 
warnings for such use; and it contains 
not less than 50 grams of Chlortetra
cycline per ton of feed, except that if it 
is intended for use in the presence of 
disease outbreaks it shall contain not less 
than 100 grams of Chlortetracycline per 
ton of feed.

(28) It  is a medicated feed for beef 
cattle containing bacitracin methylene 
disalicylate with or without diethylstil
bestrol in the amounts and for the 
purposes specified in § 121.252 of this 
chapter and its labeling bears adequate 
directions and warnings for such use.

(29) It  is intended for use solely as an 
aid in reducing the incidence of bac
terial diarrhea in laboratory mice; its 
labeling bears adequate directions and 
warnings for such use; and it contains 
not less than 100 grams of Chlortetra
cycline per ton of feed.

(30) It  is intended for use as an aid 
in maintaining or increasing egg pro
duction of chickens, hatchability of eggs, 
prevention of early mortality of chicks 
when due to organisms that are sensi
tive to streptomycin and penicillin, and 
for improving feed efficiency of chickens 
or turkeys; its labeling bears adequate 
directions and warnings for such use; 
and it contains, per ton of feed, not less 
than 22.5 grams and not more than 50 
grams of penicillin and streptomycin in 
a combination containing 16.7 percent 
penicillin, except that if it is intended
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for use in the presence of disease as an 
aid in maintaining or increasing hatch 
ability of eggs or for the prevention of 
early mortality of chicks, it contains 90 
grams per ton of feed of penicillin and 
streptomycin in a combination contain
ing 16.7 percent penicillin.

(31) [Reserved]
(32) (i) It  is intended for use as an 

aid in the control of infestation of large 
roundworms (Ascaris suisy, nodular 
worm (Oesophagostemum■ dentatum), 
and whipworm (Trichuris suis) in 
swine; its labeling bears adequate di
rections and warnings for such use, in
cluding a warning that its use must be 
discontinued 48 hours before the treated 
swine are slaughtered for human con
sumption. I f  it is a complete feed it con
tains 6,000 units (6 milligrams) of 
hygromycin B (produced by the growth 
of Streptomyces hygroscopicus) per 
pound, or if it is a hygromycin B feed 
supplement or premix it contains not 
more than 8,000,000 units (8 grams) of 
hygromycin B per pound. It  contains less 
than 50 grams of antibiotics per ton of 
finished feed. I f  it is a hygromycin B 
feed supplement or premix and it con
tains more than 8,000,000 units of hygro
mycin B per pound, it shall be exempt 
from certification only if there has been 
submitted to the Commissioner!; in tripli
cate, adequate information of the kind 
required for Form FD-1800—Revised 
under § 314.1(c) (3) of this chapter and 
such application has been approved by 
the Food and Drug Administration, The 
exemption shall expire at the beginning 
of any act changing the labeling or po
tency of such drug unless an approved 
supplement to the application provides 
for the change or the change is made in 
conformance with other provisions of 
§ 314.8 of this chapter. When intended 
for the uses specified in this paragraph
(b)(32), it may also contain, in the 
amount specified, one, but only one, of 
the ingredients prescribed by paragraph
(a) of this section. I f  it contains one of 
the arsenic compounds prescribed in 
such paragraph, its labeling must bear a 
warning that it must be discontinued 5 
days (in lieu of 48 hours as required in 
this subparagraph) before the treated 
swine are slaughtered for human 
consumption.

(ii) It  is also intended for the preven
tion or treatment of bacterial swine en
teritis as specified in paragraph (b) (9) 
and (10) of this section; it contains 
hygromycin B in the amounts and under 
the conditions set forth in paragraph
(b) (32) (i) of this section; and it con
tains the drugs in the amount specified 
in paragraph (b) (9) and (10) of this 
section. I f  it contains one of the arsenic 
compounds prescribed in paragraph (a) 
of this section, its labeling must bear the 
warning specified in paragraph (b) (32)
(i) of this section.

(iii) i t  is also intended for the preven
tion and treatment of bacterial swine 
enteritis, it contains hygromycin B in the 
amounts and under the conditions set 
forth in paragraph (b) (32) (i) of this 
section, and it contains penicillin and
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streptomycin in the amounts specified in 
paragraph (b) (6) and (7) of this sec
tion. I f  it contains one of the arsenic 
compounds prescribed in paragraph (a) 
of this section, its labeling must bear 
the warning specified in paragraph (b) 
(32) (i) of this section.

(iv) It  is also intended for the pre
vention and treatment of bacterial 
swine enteritis, for the maintenance of 
weight gains of swine in the presence 
of atrophic rhinitis and for reducing 
the incidence of cervical abcesses in 
swine, it contains hygromycin B in the 
amounts and under the conditions set 
forth in paragraph (b) (32) (i) of this 
section, and it contains, per pound of 
feed, 0.025 gram (50 grams per ton), 
of the chlortetracycline; except that if 
it is intended for use in the treatment of 
bacterial swine enteritis it shall contain, 
per pound of feed, 0.05 gram (100 grams 
per ton) of chlortetracycline.

(33) It  is intended for use as an aid 
in reducing the incidence and severity 
of bloat in cattle on legume pastures; it 
contains a‘  quantity of procaine penicil
lin that,' when used as directed in the 
labeling, is sufficient to furnish each 
treated bovine animal not less than 75,- 
000 units as a single daily dose; and, if 
the drug supplement used to prepare the 
medicated feed contains more than 2 
percent ifioisture, its manufacturer has 
submitted to the Commissioner informa
tion adequate to prove its stability for 
6 months under customary conditions of 
purchase and use.

(34) It is intended fpr use as an aid 
In the reduction of bacterial diarrhea in 
dairy cattle or as an aid in reduction of 
losses due to respiratory infection (in
fectious rhino tracheitis—shipping fever 
complex) or as an aid in the prevention 
of foot rot in cattle; its labeling bears 
adequate directions and warnings for 
such uses; and it contains the following 
quantities of chlortetracycline, by weight 
of feed, for the conditions indicated:

(i) For the prevention of foot rot and 
as an aid in the reduction of bacterial 
diarrhea in diary cattle: 0.1 milligram 
per pound of body weight per day.

(ii) As an aid in reduction of losses 
due to respiratory infection (infectious 
rhinotracheitis—shipping f e v e r  com
plex) in dairy cattle: 0.1 milligram per 
pound of body weight per day, except 
that if it is intended for use for more 
than 30 days it may contain chlortetra
cycline, in a quantity by weight of feed 
to provide 70 milligrams per head per 
day.

(35) It  is a medicated chicken feed 
containing antibiotics, sulfanitran (ace
tyl- (p-nitrophenyl) -sulfanilamide), and
3,5-dinitrobenzamide, with or without 3- 
nitro - 4 - hydroxyphenylarsonic acid in 
the amounts and for the purposes indi
cated in § 121.264 of this chapter; or con
taining antibiotics, sulfanitran (acetyl- 
(p-nitrophenyl) - sulfanilamide), and 
aklomide (2 - chloro-4-nitrobenzamide), 
in the amounts and for the purposes in
dicated in §§ 121.264 and 121.269 of this 
chapter; its labeling bears adequate di
rections and warnings for such use; and
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there has been submitted to the Commis
sioner, in triplicate, adequate informa
tion of the kind required for Form FD- 
1800—Revised under § 314.1(c) (3) of 
this chapter and such application has 
been approved by the Food and Drug 
Administration. The exemption shall ex
pire at the beginning of any act chang
ing the. labeling of potency of such drug 
unless an approved supplement to the 
application provides for the change or 
the change is made in conformance with 
other provisions of § 314.8 of this chapter.

(36) [Reserved]
(37) [Reserved]
(38) It  is intended for use solely for 

accelerating weight gains in sheep; its 
labeling bears adequate directions and 
warnings for such use, including a warn
ing that its use must be discontinued 
7 days before the treated animals are 
slaughtered for human consumption; it 
contains a quantity of diethylstilbestrol 
adequate to provide not more than 2 mil
ligrams per head per day when fed in 
accordance with the directions for use 
that accompany the feed; it contains less 
than 50 grams of antibiotics per ton qf 
feed; and there has been submitted to 
the Commissioner, in triplicate, adequate 
information of the kind required for 
Form FD-1800 and such application 
has been approved by the Food and 
Drug Administration. The exemption 
shall expire at the beginning of any 
act changing the labeling or potency of 
such drug unless an approved supple
ment to the application provides for the 
change or the change is made in con
formance with other provisions of § 514.9 
of this chapter.

(39) It  is intended for use solely as 
an aid in the prevention or treatment of 
fowl typhoid, paratyphoid, and pullorum 
disease and as an aid in stimulating 
growth in poultry flocks; its labeling 
bears adequate directions and warnings 
for such use, including a warning against 
its use in laying hens and a warning that 
its use must be discontinued 48 hours 
before the treated animals are slaugh
tered for human consumption; and it 
contains 3,5-dinitrobenzamide in a quan
tity, by weight of feed, of not less than 
0.075 percent and not more than 0.15 
percent; it contains less than 50 grams 
of antibiotics per ton of feed; and there 
has been submitted to the Commissioner, 
in triplicate, adequate information of the 
kind required for Form FD-1800—Re
vised under § 314.1(c) (3) of this chapter 
and such application has been approved 
by the Food and Drug Administration. 
The exemption shall expire at the begin
ning of any act changing the labeling or 
potency of such drug unless an approved 
supplement to the application provides 
for the change or the change is made in 
conformance with other provisions of 
§ 314.8 of this chapter. When intended 
for the uses specified in this para
graph, it may also contain, in the amount 
specified, one, but only one, of the in
gredients prescribed by paragraph (a) of 
this section. I f  it contains one of the ar
senic compounds prescribed in paragraph
(a) of this section, its labeling must bear 
a warning that it must be discontinued

5 days (in lieu of 48 hours as required 
in this paragraph (b) (¡$9) before the 
treated chickens or turkeys are slaugh
tered for human consumption.

(40) It is intended as an aid in main
taining or increasing egg production, 
hatchability of eggs, reduction of the 
effects of stress, prevention of early mor
tality of chicks, and reduction of the ef
fects of diseases when due to organisms 
that are sensitive to bacitracin or to a 
mixture of bacitracin and penicillin, for 
maintaining appetite and for improving 
feed efficiency as related to egg produc
tion; its labeling bears adequate direc
tions and warnings for such use; and it 
contains, per ton of feed, the equivalent 
of 50 grams of bacitracin or a mixture 
of 37.5 grams of bacitracin and 12.5 
grams of penicillin when fed during the 
first 4 to 6 weeks of egg production, and 
not less than the equivalent of 10 grams 
of bacitracin or a mixture of 7.5 grams 
of bacitracin and 2.5 grams of penicillin 
when fed during the remainder of the 
laying period; except that if  it is in
tended for use to increase egg hatcha
bility or prevention of early mortality 
of chicks or for use in the presence of 
disease outbreaks or during periods of 
stress, it shall contain, per ton of feed, 
the equivalent of 100 grams of bacitracin 
or a mixture of 75 grams of bacitracin 
and 25 grams of penicillin, and except 
that if it  is a starter ration for chicks for 
the purpose of preventing early mortality 
of chicks due to susceptible organisms, 
it may contain, per ton of feed, 100 grams 
to 500 grams of a combination of peni
cillin and bacitracin (as bacitracin or 
nine bacitracin) containing not less than 
50 percent and not more than 75 percent 
of bacitracin, but in no case more than 
125 grams of penicillin.

(41) (i) It  is intended for use as an 
aid in reducing the spread of leptospirosis 
in swine; it contains 200 grams of chlor
tetracycline per ton of feed; and its la
beling bears information that it is to be 
administered continuously.

(ii) It  is intended for use solely as an 
aid in reducing the shedding of lepto- 
spirae in swine and as an aid in reducing 
abortion rate and mortality of newborn 
pigs in the presence of leptospirosis; it 
contains 400 grams of chlortetracycline 
per ton of feed; and its labeling bears 
information that it is to be administered 
to the animals for 14 days. -

(42) I t  is a medicated chicken and 
turkey feed containing certifiable anti
biotics and nystatin in the amounts and 
for the purposes indicated in § 121.- 
220 of this chapter; its labeling bears 
adequate directions and warnings for 
such use; and there has been submitted 
to the Commissioner, in triplicate, ade
quate information of the kind required 
for Form FD-1800—Revised under § 314.- 
'l(c ) (3) of this chapter and such appli
cation has been approved by the Food 
and Drug Administration. The exemption 
shall expire at the beginning of any act 
changing the labeling or potency of such 
drug unless an approved supplement to 
the application provides for the change 
or the change is made in conformance

with other provisions of § 314.8 of this 
chapter.

(43) It  is intended for use solely as an 
aid in reducing the incidence of vibrionic 
abortion in breeding sheep; its labeling 
bears adequate directions and warnings 
for such use, including information that 
it is to be administered continuously 
during pregnancy; and it contains 
chlortetracycline in a quantity that, 
when administered as directed in its 
labeling, will provide a total daily dose 
of 80 milligrams per animal.

(44) It is a medicated chicken or tur
key feed containing antibiotics and am- 
prolium, with or without arsamilic acid, 
in the amounts and for the purposes 
indicated in § 121.210 of this chapter, and 
its labeling bears adequate directions and 
warnings for such use: Providedhow 
ever, That such medicated complete feed 
has been prepared from a concentrated 
amprolium-antibiotic medicated, feed 
that contained not more than 0.05 per
cent amprolium. I f  the complete medi
cated feed is prepared from a product of 
amprolium that contains more than 0.05 
percent of the drug, it is exempt from 
certification only under the condition 
that there has been submitted to the 
Commissioner, in triplicate, adequate in
formation of the kind required for Form 
FD-1800—Revised.under § 314.1(c) (3) of 
this chapter and such application has 
been approved by the Food and Drug 
Administration. The exemption shall ex
pire at the beginning off any act changing 
the labeling or potency of such drug un
less an approved supplement to the appli
cation provides for the change or the 
change is made in conformance with 
other provisions of § 314.8 of this chap
ter. Both concentrates and complete 
poultry feed containing amprolium must 
comply with all the requirements of 
§ 121.210 of this chapter, including label
ing.

(45) It is a medicated chicken or tur
key feed containing antibiotics and zoa- 
lene, with or without arsanilic acid, or
3-nitro-4-hydroxyphenylarsonic acid, in 
the amounts and for the purposes indi
cated in § 121.207 of this chapter; Pro
vided, however, That such medicated 
complete feed has been prepared from 
a concentrated zoalene - antibiotic medi
cated feed that contained not more than 
0.0375 percent zoalene. I f  the complete 
medicated feed is prepared from a prod
uct of zoalene that contains more than 
0.0375 percent zoalene, it is exempt from 
certification only under the condition 
that there has been submitted to the 
Commissioner, in triplicate, adequate in
formation of the kind required for Form 
FD-1800—Revised under § 314.1(c) (3) of 
this chapter and such application has 
been approved by the Food and Drug 
Administration. The exemption shall ex
pire at the beginning of any act changing 
the labeling or potency of such drug un
less an approved supplement to the ap
plication provides for the change or the 
the change is made in conformance with 
other provisions of § 314.8 of this chap
ter. Both concentrates and complete 
poultry feed containing zoalene must 
comply with all the requirements of
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§ 121.207 of this chapter, including 
labeling.

(46) It  is a mink feed containing 
chlortetracycline, in the amounts and for 
the purposes indicated in § 121.225 of this 
chapter, and its labeling bears adequate 
directions and warnings for such use.

(47) It  is a pheasant feed containing 
bacitracin, zinc bacitracin, or bacitracin 
methylene disalicylate and penicillin, in 
the amounts and for the purposes indi
cated in § 121.225 of this chapiter, and 
its labeling bears adequate directions and 
warnings for such use.

(48) It  is a quail feed containing baci
tracin and penicillin, in the amounts and 
for the purposes indicated in § 121.225 of 
this chapter, and its labeling bears ade
quate directions and warnings for such 
use.

(49) It  is a medicated chicken or tur
key feed containing antibiotics and re- 
serpine in the amounts and for the 
purposes indicated in § 121.205 of this 
chapter; its labeling bears adequate di
rections and warnings for such use; and 
there has been submitted to the Commis
sioner, in triplicate, adequate information 
of the kind required for Form FD-1800— 
Revised under § 314.1(c) (3) of this 
chapter and such application has been 
approved by the Food and Drug Admin
istration. The exemption shall expire at 
the beginning of any act changing the 
labeling or potency of such drug unless 
an approved supplement to the applica
tion provides for the change or the 
change is made in conformance with- 
other provisions § 314.8 of this chapter.

(50) It  1s a medicated chicken feed 
containing antibiotics and hygromycin B 
in the amounts and for the purposes in
dicated in § 121.213 of this chapter, and 
its labeling bears adequate directions and 
warnings for such use: Provided, how
ever, That such medicated complete feed 
has been prepared from a feed additive 
concentrate that contains not more than 
32 grams of hygromycin B per ton. I f  
the medicated feed is prepared from a 
feed additive concentrate containing 
more than 32 grains of hygromycin B per 
ton, it is exempt from certification only 
under the condition that there has been 
submitted to the Commissioner in tripli
cate, adequate information of the kind 
required for Form FD-1800—Revised 
under § 314.1(c) (3) of this chapter and 
such application has been approved by 
the Food and Drug Administration. The 
exemption shall expire at the beginning 
of any act changing the labeling or po
tency of such drug unless an approval 
supplement to the application provides 
for the change or the change is made 
in conformance with other provisions of 
§ 314.8 of this chapter.

(51) It  is a .medicated beef Cattle, 
chicken, or turkey feed containing baci
tracin, bacitracin methylene disalicylate 
or zinc bacitracin or a combination of 
one of these with penicillin, in the 
amounts and for the purposes indicated 
in §§ 121.232, 121.233, and 121.252 of 
this chapter, and its labeling bears ade
quate directions and warnings for such 
use.
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(52) It is a cattle feed containing zinc 
bacitracin, with or without diethylstil- 
bestrol, in the amounts and for the pur
poses indicated in § 121.225 or § 121.241 
of this chapter, and its labeling bears 
adequate directions and warnings for 
such use; Provided, however, That if 
such feed contains diethylstilbestrol it is 
exempt from certification only under the 
condition that there has been submitted 
to the Commissioner, in triplicate, ade
quate information of the kind required 
for Form FD-1800 and such application 
has been approved by the Food and 
Drug Administration. The exemption' 
shall expire at the beginning of any act 
changing the labeling or potency of such 
drug unless an approved supplement to 
the application provides for the change 
or the change is made in conformance 
with other provisions of § 514.9 of this 
chapter.

(53) It  is a medicated feed for tur
keys and contains chlortetracycline hy
drochloride and dietary calcium in the 
amounts and for the purposes indicated 
in § 121.208(d), Table 1, Item 12, of this 
chapter; and its labeling bears adequate 
directions and warnings for such use.

(54) It is a medicated feed for grow
ing broiler and replacement chickens; it 
contains amprolium, ethopabate (meth- 
yl-4-acetamido-2-ethoxy benzoate), and 
antibiotics, with or without arsanilic acid 
or 3-nitro-4-hydroxyphenylarsonic acid, 
in the amounts and for the purposes in
dicated in § 121.210 of this,chapter; and 
its labeling bears adequate directions 
and warnings for such use; Provided, 
however, That such medicated complete 
feed has been prepared from a concen
trated medicated feed that contained not 
more than 0.05 percent amprolium and 
not more than 0.0016 percent ethopabate. 
I f  the medicated feed is prepared from a 
product that contains more than 0.05 
percent amprolium and more than 0.0016 
percent ethopabate, it is exempt from 
certification only under the condition 
that there has been submitted to the 
Commissioner, in triplicate, adequate in
formation of the kind required for Form 
FD-1800—Revised under § 314.1(c) (3) 
of this chapter and such application has 
been approved by the Food and Drug 
Administration. The exemption shall ex
pire at the beginning of any act chang
ing the labeling or. potency of such drug 
unless an approved supplement to the 
application provides for the change or 
the change is made in conformance with 
other provisions of § 314.8 of this chap
ter. Both concentrates and finished poul
try feed containing amprolium and etho
pabate must comply with all the require
ments of § 121.210 of this chapter, in
cluding labeling.

(55) It is a medicated swine feed con
taining a combination of chlortetracy
cline, penicillin, and sulfamethazine, or 
sulfathiazole in the amounts and for thp 
purposes indicated in § 121.208 or 
§ 558.115 of this chapter, and its label
ing bears adequate directions and warn
ings for such use.

(56) It  is a medicated feed for chick
ens containing a combination of pro
caine penicillin and tylosin phosphate
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in the amounts and for the purposes in
dicated in § 121.225 of this chapter, and 
its labeling bears adequate directions and 
warnings for such use; Provided, how
ever, That such medicated complete feed 
has been prepared from a concentrated 
medicated feed that contained not more 
than 200 grams of tylosin phosphate per 
ton. I f  the "fnedicated feed is prepared 
from a concentrated medicated feed con
taining more than 200 grams of tylosin 
phosphate per ton, it is exempt from cer
tification only under the condition that 
there has been submitted to the Com
missioner in triplicate, adequate in
formation of the kind required for Form 
FD-1800—Revised under § 314.1(c) (3) 
of this chapter and such application has 
been approved by the Food and Drug 
Administration. The exemption shall ex
pire at the beginning of any act changing 
the labeling or potency of such drug 
unless an approved supplement to the 
application provides for the change or 
the change is made in conformance with 
other provisions of § 314.8 of this chap
ter.

(57) It  is a horse feed containing 
chlortetracycline in the amounts and for 
the purposes indicated in § 121.225 of 
this chapter, and its labeling bears ade
quate directions and warnings for such 
use.

(58) [Reserved]
(59) It  is a medicated feed for chick

ens containing penicillin, tylosin phos
phate, and either amprolium, or zoalene, 
or hygromycin B, or hygromycin B and 
zoalene, or hygromycin B and amprolium 
in the amounts and for the purposes 
indicated in § 121.207, § 121.210, or 
§ 121.213 of this chapter, and its labeling 
bears adequate directions and warnings 
for such use: Provided, however, That 
such medicated complete feed has been 
prepared from a concentrated penidllin- 
tylosin phosphate-amprolium, or peni- 
cillin-tylosin phosphate-zoalene, or peni- 
cillin-tylosin phosphate-hygromycin B 
or penicillin-tylosin phosphate-zoalene- 
hygromycin B, or penicillin-tylosin phos
phate-hygromycin B-amprolium medi
cated feed containing per ton of feed, not 
more than 200 grams* of tylosin and 
either not more than 0.05 percent am
prolium or not more than 0.0375 percent 
zoalene, or not more than 32 grams per 
ton of hygromycin B, or not more than 
0.0375 percent zoalene and not more 
than 32 grams per ton of hygromycin B. 
or not more than 0.05 percent amprolium 
and not more than 32 grams per ton of 
hygromycin B. I f  the medicated feed is 
prepared from a product that contains 
more than any of the specified quantities, 
it is exempt from certification only under 
the condition that there has been sub
mitted to the Commissioner, in triplicate 
adequate information of the kind re
quired for Form FD-1800—Revised un
der § 314.1(c) (3) of this chapter and 
such application has been approved by 
the Food and Drug Administration. The 
exemption shall expire at the beginning 
of any act changing the labeling or po
tency of such drug unless an approved 
supplement to the application provides 
for the change or the change is made in
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conformance with other provisions of 
§ 314.8 of this chapter.

(60) It  is a medicated chicken feed 
containing antibiotics and nihydrazone 
in the amounts and for the purposes 
indicated in § 121.237 of this chapter; 
its labeling bears adequate directions and 
warnings for such use; aq/d there has 
been submitted to the Commissioner, in 
triplicate, adequate information of the 
kind required for Form FD-1800—Re
vised under § 314.1(c) (3) of this chapter 
and such application has been approved 
by the Food and Drug Administration. 
The exemption shall expire at the be
ginning of any act changing the labeling 
or potency of such drug unless an ap
proved supplement to the application 
provides for the change or the change 
is made in conformance with other pro
visions of § 314.8 of this chapter.

(61) It  is a medicated chicken feed 
containing antibiotics and buquinolate 
in the amounts and for the purposes in
dicated in § 121.291 of this chapter; its 
labeling bears adequate directions and 
warnings for such use; and there has 
been submitted to the Commissioner, in 
triplicate, adequate information of the 
kind required for Form FD-1800—Re
vised under § 314.1(c) (3) of this chapter 
and such application has been approved 
by the Food and Drug Administration. 
The exemption shall expire at the begin
ning of any act changing the labeling or 
potency of such drug unless an approved 
supplement to the application provides 
for the change or the change is made in 
conformance with other provisions of 
§ 314.8 of this chapter.

(62) It  is a medicated cattle feed con
taining antibiotics and sulfamethazine 
in the amounts and for the purposes in
dicated in § 121.208 of this chapter; its 
labeling bears adequate directions and 
warnings for such use; and there has 
been submitted to the Commissioner, in 
triplicate, adequate Information of the 
kind required for Form FD-1800—Re
vised under § 314.1(c) (3) of this chapter 
and such application has been approved 
by the Food and Drug Administration. 
The exemption shall expire at the begin
ning of any act changing the labeling or 
potency of such drug unless an approved 
supplement to the application provides 
for the change or the change is made in 
conformance with other provisions of 
§ 314.8 of this chapter.

(63) It  is a medicated feed containing 
antibiotics, clopidol, and 3-nitro-4-hy- 
droxyphenylarsonic acid in the amounts 
and for the purposes indicated in 
§§ 121.262 and 121.325 of this chapter; 
its labeling bears adequate directions and 
warnings for such use; and there has 
been submitted to the Commissioner, in 
triplicate, adequate Information of the 
kind required for Form FD-1800—Re
vised under § 314.1(c) (3) of this chapter 
and such application has been approved 
by the Food and Drug Administration. 
The exemption shall expire at the begin
ning for any act changing the labeling of 
potency of such drug unless an approved 
supplement to the application provides

for the change or the change is made in 
conformance with other provisions of 
§ 314.8 of this chapter.

(64) It is a medicated feed containing 
decoquinate and antibiotics and it is used 
in accordance with § 558.195 of this 
chapter.

Subpart G— Sponsors of Approved 
Applications

§ 510,600 Names, addresses, and code 
numbers of sponsors of approved ap
plications,

(a) Section 512 (i) of the act requires 
publication of names and addresses of 
sponsors of approved applications for 
new animal drugs.

(b) In this section each name and ad
dress is identified by a numerical code. 
The code numbers identify the sponsors 
of the new animal drug applications asso
ciated with the regulations published 
pursuant to section 512 (i) of the act. The 
code numbers will appear in the appro
priate regulations and serve as a refer
ence to the names and addresses listed 
in this section.

(c) The names, addresses, and .drug 
listing numbers of sponsors of approved 
new animal drug applications are as 
follows:
(1) ALPHABETICAL LISTING OP SPONSORS

Drug listing
Firm name and address : No.

Affiliated Laboratories Division, 
Whitmoyer Laboratories, Inc.,
19 North Railroad St., Myers-
town, PA 17067__________________  011825

Agricultural Processing Corp., 225 
Alabama St., P.O. Box 845,
Salem, VA 24153_________________  011904

Agricultural & Veterinary Prod
ucts Division, Abbott Labora
tories, Abbott Park, North Chi
cago, IL  60064____________________ 043731

Albers Milling Co., Carnation 
Bldg., 5045 Wilshire Blvd., Los
Angeles, CA 90036_______________ 017826

Albion Laboratories, Inc., 101 
North Main, Clearfield, UT
84015 ____________________________  011485

Allied Chemical Corp., Agricul
tural Division, 40 Rector St.,
New York, NY 10006___________ - 011462

Alton Premium Peed Co., Alton, IA
51003 ____________________________  018356

American Cyanamid Co., P.O. Box
400, Princeton, NJ 08540______  010042

American Scientific Laboratories,
A Division of Schering Corp.,
Bloomfield, NJ 07003___________  000138

Anthony Veterinary Products Co.,
11634 McBean Drive, El Monte,
CA 91732_________________________  000864

Armour Pharmaceutical Co., P.O.
Box 3113, Omaha, NE 68103____  000053

Ayerst Laboratories, Division of 
American Home Products Corp.,
685 Third Ave., New York, NY
10017 ____________________________  000046

Babineaux’s Veterinary Products,
Inc., 6425 Airline Highway, Me
tairie, LA 70003....................—  021188

Balfour Guthrie & Co., Ltd., 315 
North H St., Fresno, CA 93701 __ 043728 

Bayvet Corp., P.O. Box 390, Shaw
nee Mission, KS 66201--------- —  000859

Beecham-Massengill Pharmaceuti
cals, Division of Beecham, Inc.,
Bristol, TN 37620_______________  000029

Drug listing
Firm name and address: No.

Blair Milling & Elevator Co., Inc.,
1000 Main St., Atchison, KS
66002 ____________________________  018597

Bristol Laboratories, Division of 
Bristol-Myers Co., P.O. Box 657,
Syracuse, N Y  13201_______________ 000015

Burns Biotec Laboratories Divi
sion, Chromalloy Pharmaceuti
cals, Inc., 7711 Oakport St.,
Oakland, CA 94621______________ 000845

Cadco, Inc., P.O. Box 3599, 10100 
Douglas Ave., Des Moines; IA
50322 ____________ _________________ i 011490

Caribe Chemical Co., Inc., 576
Fifth Ave., New York, NY 10036_ 000345 

Carson Chemicals, Inc., New Castle,
IN  47362_________________________  011769

Central Soya Co., Inc., McMillan 
Feed Division, 1300 Fort Wayne 
Bank Building, Fort Wayne, IN
46802 ______________________________  012286

Ciba Pharmaceutical Co., 556 Mor
ris Ave., Summit, NJ 07901______  000028

Commercial Solvents Corp., 1331 
South First St., Terre Haute, IN
47808 -----------------------------------------  012769

The Ä. O. Cooper Co., Humbolt,
N E  68376____________________________ 043426

Cooper U.S.A., Inc., P.O. Box 12338, 
Research Triangle Park, N c
27709 --------------------- -------------011492

John D. Copanos & Co., Inc., Balti
more, MD 21225_________________ 010271

Cutter Laboratories, Inc., Fourth 
and Parker St., Berkeley, CA
94710----------------------------- _---------- 000161

D-M-Pharmaceutioals, Inc., 1146
Taft St., Rpckville, MD 20850-. 000693 

Danbury Pharmacal, Inc., 131 
Wests St., Danbury, CT 06810-. 000591

Dawes Laboratories, Inc., 450 State 
St., Chicago Heights, IL  60411__ 024264 

Dean’s Specialty Supply Co., 310 
Second Ave. SW., Waseca, MN
56093 _____ ______________________  024817

Diagnostic ï>ata, Inc., 518 Logue
Ave., Mountain View, CA 94040__ 024991 

Diamond Laboratories, Inc., P.O.
. Box 863, Des Moines, IA 50304—  013947 

Diamond Shamrock Chemical Co.,
60 Park PI., Newark, NJ 07101 025001

Doboy Feeds, Domain Industries,
Inc., 215 North Knowles Ave.,
New Richmond, W I 54017______  025796

The Dow Chemical Co., P.O. Box
1706, Midland, MI 48640— —  025700

Eaton Laboratories, Division of 
Morton-Norwich Products, Inc.,
P.O. Box 191, Norwich, NY  13815. 000035 

Elanco Products Co., A Division of 
Eli Lilly & Co., 740 South Ala
bama St., Indianapolis, IN
46206 _____________ ______________  000986

Endo Laboratories, Inc., 1000 Stew
art Ave., Garden City, NY  11530. 000056 

Evsco Pharmaceutical Corp,, 3345 
Royal Ave., Oceanside, NY  11572. 017030 

Farmer’s Union Grain Terminal 
Association, Feed Division, P.O.
Box 1447, Sioux Falls, SD 57101. 017162

Farmers Feed & Supply Co., Ninth m 
St. at Northwestern Tracks, Tip
ton, IA 52772----------   043744

The Famam Companies, Inc., 8701 
North 29th St., Omaha, NE
68112 ____________________________  017135

Fasco Mills Co., Box 70, Route 34
East, Mendota, IL  61342________ 030804

Feed Fortifiers, Inc., Manson, IA
50563 ______________     017255

Feed Products, Inc., 1000 West
47th Ave., Denver, CO 80211------ 013959

Feed Specialties Co., 1877 NE. 58th
Ave., Des Moines, IA 50313 -------- 017274

Forbes Laboratories, 402 West
Lakeside St., Madison, W I 53715. 032420

FEDERAL REGISTER, VOL. 40, NO. 60— THURSDAY, MARCH 27, 1975



RULES AND REGULATIONS 13821

Drug listing
Firm name and address: No.

Formica Laboratories, 124 East
Fifth St., Little Bock, AR 72115- 043734

Fort Dodge Laboratories, Fort
Dodge, IA  .50501_________________  000856

Fromm Laboratories, Inc., Grafton,
W I 53024------------------------------------  020112

FS Services, Inc., 1701 Towanda
Ave., Bloomington, IL 61701-__ 020275

Gland-O-Lac Co., 1818 Leaven
worth St., Omaha, NE 68102— 043735 

Glogau & Co., Inc., 4614 West Lake
S t, Melrose Park, IL 60160____  010469

H. Clay Glover Co., Inc., 1001 Fran
klin Ave., Garden City, NY
11530 ______ _____________________  010471

Golden Sun Feeds, Inc., I l l  South
Fifth St., Estherville, IA 51334-_ 021780

Gooch Feed Mill COrp., 540 South
St., Lincoln, NE 68501___________  021798

Grain Processing Corp., Muscatine,
IA 52761-________________________  022591

G. C. Hanford Manufacturing Co.,
P.O. Box 1055, Syracuse, NY
13201 - ____________________________  010515

Hart-Delta, Inc., 5055 Choctaw
Drive, Baton Rouge, LA 70805__ 015563

Heinold Elevator Co., Inc., Kouts,
IN  46347_________________________  043727

Henwood Feed Additives, Inc., 211 
Western Rd., Box 577, Lewisburg,
OH 45338________________________  026186

Hess & Clark, Division of Rhodia,
Inc., Ashland, OH 44805_________  011801

Dow B. Hickam, Inc., 'Pharmaceu
ticals, P.O. Box 35413, Houston,
TX  77035_________________________  000514

Hoechst-Roussel Pharmaceuticals,
Inc., Route 202-206, Somerville,
NJ 08876_____________ ___________  000039

Hoifmann-La Rocfye, Inc., Nutley,
NJ 07110________________ _________  000004

Hubbard Milling Co., 424 North
Front St., Mankato, MN 56001___ 012190

International Nutrition, Inc., 6664
"L” St., Omaha, NE 68117______  043733

Jensen-Salsbery Laboratories, Di
vision of Richardson-Merrell,
Inc., Kansas City, MO 64141____  017220

KASCO-EFCO Laboratories, Inc.,
P.O. Box 730, Hicksville, N Y
11802 ____________________________  010616

Land O’Lakes, Inc., Agricultural 
Services, 2827 Eighth Avenue
South, Fort Dodge IA 50501____  034500

Dr. LeGear, Inc., 4161 Beck Ave.,
St. Louis, MO 63116____________  011950

Mattox & Moore, Inc., 1503 East 
Riverside Drive, Indianapolis, IN
46207 — ___________ ______________  027863

Maurry Biological Co., Inc., 6109 
South Western Ave., Los Ange
les, CA 90047____________________  010719

McClellan Laboratories, Inc., 19600
Sixth Ave., Lakeview, CA 92353- 043738 

McKesson Laboratories, Bridge
port, CT 06602— — ____________  000022

McNeil Laboratories, Inc., Camp 
Hill Rd., Fort Washington, PA
19034 ____________________________  000045

Merck Sharp & Dohme Research 
Laboratories, Division of Merck
& Co., Inc., Rahway, NJ 07065__ 000006

M & M Livestock Products Co.,
Eagle Grove, IA 50533__________  026282

Moorman Manufacturing Co.,
Quincy, IL 62301________________  021930

Myers-Carter Laboratories, Inc.,
5160 West Bethany Home Rd.,
Glendale, AZ 85301-____________  000381

National Laboratories Corp., 1721 
Baltimore Ave., Kansas City, MO
64108 ____________________________ 011811

Nixon and Co., Kiewitt Plaza,
Omaha, NE 88501_______________ 043729

Norden Laboratories, Inc., Lincoln,
NE 68501________________________  011519

Drug listing
Firm name and address: No.

Norwich Agricultural Products,
A Division of Morton-Norwich 
Products, Inc., Norwich, NY
13815 ___________ — ______________ 000947

Parke, Davis & Co., Joseph Campau 
Avenue at the River, Detroit, MI
48232 ______________1_____________ 000071

S. B. Penick & Co., 100 Church St.,
New York, N Y  10008____________  000794

Penwalt Corp., P.O. Box 1297, Ta-
koma, W A 98401________________  000018

Peter Hand Foundation, 2 East 
Madison St., Waukegan, IL
60085 ____________________________ 043737

Pfizer, Inc., 235 East 42d St., New
York, NY .10017 — __________ —  000069

Philips Roxane, Inc., 2621 North 
Belt Highway, St. Joseph, MO
64502 _______ - 000010

Pitman-Moore, Inc., Washington
Crossing, NJ 0|S560 _______ £___  011716

Premier Malt Products, Inc., Mil
waukee, W I 53201 _______________  032707

Protein Blenders, Inc., Box 631,
Highway 218 South, Iowa City,
IA 52240 ________________________  033999

The Purdue Frederick Co., 50 
Washington St., Norwalk, CT
06856 ____________________________  000034

Quali-Tech Products, Inc., 318 
Lake Hazeltine Drive, Chaska,
MN 55318 _______________________ 016968

Rachelle Laboratories, Inc., 700 
Henry Ford Ave., P.O. Box 2029,
Ldng Beach, CA 90801 _____!____  000196

Ralston-Purina Co., Checkerboard
Square, St. Louis, MO 63199 ____  017800

Richlyn Laboratories, Inc., Castor 
and Kensington Aves., Phila
delphia, PA 19124______ _______  000115

A. H. Robins Co., Research Labo
ratories, 1211 Sherwood Ave.,.
Richmond, VA 23220 ___________  000031

Salsbury Laboratories, Charles
City, IA 50616 ___________________  017210

Schering Corp., Galloping Hill Rd.,
Kenilworth, NJ 07033 _________ 000085

G. D. Searle & Co., P.O. Box 5110,
Chicago, IL 60680 _______________  000014

Shell Chemical Co., Division of 
Shell Oil Co., Agricultural Divi
sion, 2401 Crow Canyon Rd.,
San Ramon, CA 94583 _________  011461

Simonsen Mill-Rendering .Plant,
Inc., Quimby, IA 51049 _*______  034418

Smith Kline Animal Health Prod
ucts, Division of SmlthKline 
Corp., 1500 Spring Garden St.,
Philadelphia, PA 19101_________ 000007

Square Deal Fortification Co.,
Kouts, IN  46347_________________  036108

E.R. Squibb & Sons, Inc., P.O. Box
4000, Princeton, NJ 08540______  000003

Stauffer Chemical Co., 1200 South
47th St., Richmond, CA 94804___ 017032

Sterling Drug Inc., 90 Park Ave.,
New York, NY  10016____________  000934

Summit Hill Laboratories, P.O.
Box 1, Avalon, NJ 08202 _________  037990

Syntex Laboratories, Inc., 3401 
Hillview Drive, Palo Alto, CA
94304 ----------------------------- y______  000033

Tevcon Ind., Inc., 8904 J St.,
Omaha, NE 68127 ____— ________ 011757

Thuron Industries, Inc., 12200
Denton Drive, Dallas, TX  75234. 011536

The Upjohn Co., Kalamazoo, MI
49001 ____________________________  000009

Vita Plus Corp., 1508 W. Badger 
Rd., P.O. Box 926, Madison, W I
53701 ___________________ —  033071

V.P.O., Inc., 4444 S. 76th St.,
Omaha, NE 68127________________  043743

Walnut Grove Products, Division 
of W. R. Grace & Co., 201 Linn.
St., Atlantic, IA 50022__________  034139

Drug listing
Firm name and address: No.

West Chemical Products, Inc., 42- 
16 West St., Long Island City,

NY 11101 — .._______ _____________ 011538
Westchester Veterinary Products, .

Iiic., 180 Mamaroneck Ave.,
White Plains, NY 10601_________ 043732

Western Serum Co., P.O. Box 7025,
Phoenix, AZ 85011....................  011398

Whitmoyer Laboratories, 19 North 
Railroad St., Myerstown, PA
19067 ____ - ______________________  011794

Winthrop Laboratories, Division 
Sterling Drug, Inc., 90 Park Ave.,
New York, N.Y. 10016___________ 000024

Wittney & Co., 4655 Colorado
Blvd., Denver, CO 80216______ 012481

Wyeth Laboratories, Division 
American Home Products Corp.,
P.O. Box 8299, Philadelphia, PA
19101 ___________ _____ __________  000008

Yoder Feed, Division of Yoder, Inc.,
Kalona, IA 52247______ _________  035369

Young’s Inc., Roaring Spring, PA
16673 ____________________________  035393

Zenith Laboratories, Inc., 140 Le- 
Grand Ave., Northvale, NJ 07647. 00Ö172 

Zip Feed Mills, 304 East Eighth St.,
Sioux Falls, SD 57102— _________ 017434

(2) NUMERICAL LISTING OF SPONSORS
Drug Listing 

No.:
000003—

000004—  _ 

000006—

000007— _

000008—

000009—

000010 —

000014—

000015—

000018—  

000022—  

000024.—

000028—

000029—

000031—

000033.__

000034___

Firm name and address
E. R. Squibb & Sons, Inc., P.O. 

Box 4000, Princeton, NJ 
08540.

Hoffmann-La Roche, Inc., Nut- 
ley, NJ 07110.

Merck Sharp & Dohme Research 
Laboratories, Division of 
Merck & Co., Inc., Rahway, 
NJ 07065.

Smith Kline Animal Health 
Products, Division of Smith- 
Kline Corp., 1500 Spring Gar
den St., Philadelphia, PA 
19101.

Wyeth Laboratories, Division 
American Home Products 
Corp., P.O. Box 8299, Phila
delphia, PA ¿0101.

The Upjohn Co., Kalamazoo, 
MI 49001.

Philips Roxane, Inc., 2621 North 
Belt Highway, St. Joseph, 
MO 64502.

G. D. Searle & Co., P.O. Box 
5110, Chicago, IL  60680.

Bristol Laboratories, Division 
of Bristol-Myers Co., P.O. 
Box 657, Syracuse, N Y  13201.

Penwalt Corp., P.O. Box 1297,
Takoma, W A 98401.
McKesson Laboratories, Bridge

port, CT 06602. -
Winthrop Laboratories, Divi

sion Sterling Drug, Inc., 90 
Park Ave., New York, NY  
10016.

Ciba Pharmaceutical Co., 556 
Morris Ave., Summit, NJ 
07901.

Beecham-Massengill Phar
maceuticals, Division of 
Beecham, Inc., Bristol, TN  
37620.

A. H. Robins, Research Labora
tories, 1211 Sherwood Ave., 
Richmond, VA 23220.

Syntex Laboratories, Inc., 3401 
Hillview Dr., Palo Alto, CA 
94304.

The Purdue Frederick Co., 50 
Washington St., Norwalk, CT  
06856.
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Drug Listing 

No.:
000035___

000039—

000045—

000046—

000053.—

000056—

000069_____

000071 —

000085— _ 

000115___

000138___

000161___

000172__*

000196—

000345—

000381—

000514— _

000591 —  

000693— _

000794— - 

000845— _

000856___*

000859-__ 

000864—

000934—  

000947.__

000986— _

010042—  

010271 — -

Firm name and address
Eaton Laboratories, Division of 

Morton-Norwich Products, 
Inc., P.O. Box 191, Norwich, 
NY 13815.

Hoechst-Roussel Pharmaceuti
cals, Inc., Route 202-206, 
Somerville, NJ 08876.

McNeil Laboratories, Inc., 
Camp Hill Rd„ Fort Washing- 
ton, PA 19034.

Ayerst Laboratories, Division of 
American Home Products 
Corp., 685 Third Ave., New 
York, NY 10017.

Armour Pharmaceutical Co., 
P.O. Box 3113, Omaha, NE 
68103.

Endo Laboratories, Inc., 1000 
Stewart Ave., Garden City, 
NY 11530.

Pfizer, Inc., 235' East 42d St., 
New York, NY 10017.

Parke, Davis & Co,, Joseph 
Campau Avenue at the River, 
Detroit, MI 48232.

Schering Corp., Galloping Hill 
Rd., Kenilworth, NJ 07033.

Richlyn Laboratories, Inc., 
Castor and Kensington Aves., 
Philadelphia, PA 19124.

American Scientific Labora
tories, A Division of Schering 
Corp., Bloomfield, NJ 07003.

Cutter Laboratories, Inc., 
Fourth and Parker St., Berk
eley, CA 94710.

Zenith Laboratories, Inc., 140 
LeGrand Ave., Northvale, 
NJ 07647.

Rachelle Laboratories, Inc., 700 
Henry Ford Ave., P.O. Box 
2029, Long Beach, CA 90801.

Caribe Chemical Co., Inc., 576 
Fifth Ave., New York, NY  
10036.

Myers-Carter Laboratories, Inc., 
5160 West Bethany Home 
Rd., Glendale, AZ 85301.

Dow B. Hickam, Inc. Pharma
ceuticals, P.O. Box 35413, 
Houston, TX 77Q35.

Danbury Pharmacal, Inc., 131 
West St., Danbury, CT 06810.

D-M-Pharmaceuticals, Inc., 
1146 Taft St., Rockville, MD 
20850.

S. B. Penick & Co., 100 Church 
St., New York, NY 10008.

Burns Biotec Laboratories, 
Inc., Subsidiary of Chromal- 
loy American Corp., 7711 
Oakport St., Oakland, CA 
94621.

Fort Dodge Laboratories, Fort 
Dodge, IA 50501.

Bay vet Corp., P.O. Box 390, 
Shawnee .Mission, KS 66201.

Anthony Veterinary Products 
Co., 11634 McBean Dr., El 
Monte, CA 91732.

Sterling Dlrug Inc., 90 Park 
Ave., New York, NY 10016.

Norwich Agricultural Products, 
A Division of Morton-Nor
wich Products, Inc., Norwich, 
NY 13815.

Elanco Products Co., A Division 
of Eli Lilly & Co., 740 South 
Alabama St., Indianapolis, 
IN  46206.

American Cyanamid Co., P.O. 
Box 400, Princeton, NJ 
08540.

John D. Copanos & Co., Inc., 
Baltimore, MD 21225.

Drug Listing 
No.:

010469—

010471—

010515___

010616___

010719— _

011398—  

011461 —

011462—

011485—

011490—

011492___

011519--- 

011536___

011538___

011716— / 

011757—

011769___

011794___

011801----

011806—  
011811___

011825— _

011904___

011950—

012190—

012286—

012481— _ 

012769__

013947—

013959—

015563---

Firm name and address
Glogau & Co., Inc., 4614 West 

Lake St., Melrose Park, IL  
60160.

H. Clay Glover Co., Inc., 1001 
Franklin Ave., Garden City, 
NY 11530.

G. C. Hanford Manufacturing 
Co., P.O. Box 1055, Syracuse, 
NY  13201.

KASCO-EFCO Laboratories, 
Inc., P.O. Box 730, Hicksville, 
NY  11802.

Maury Biological Co., Inc., 
6109 South Western Ave., Los 
Angeles, CA 90047.

Western Serum Co., P.O. Box 
7025, Phoenix, AZ 85011.

Shell Chemical Co., Division of 
Shell Oil Co., Agricultural 
Division, 2401 Crow Canyon 
Rd., San Ramon, CA 94583.

Allied Chemical Corp., Agricul
tural Division, 40 Rector St., 
New York, NY 10006.

Albion Laboratories, Inc., 101 
North Main, Clearfield, UT  
84015.

Cadco, Inc., P.O. Box 3499, 
10100 Douglas Ave., Des 
Moines, IA 50322.

Cooper U.S.A., Inc., P.O. Box 
12338, Research Triangle 
Park, NC 27709.

Norden Laboratories, Inc., Lin
coln, NE 68501.

Thuron Industries, Inc., 12200 
Denton Drive, Dallas, TX  
75234.

West Chemical Products, Inc., 
42-16 West St., Long Island 
City, NY 11101.

Pitman-Moore, Inc., Washing
ton Crossing, NJ 08560.

Tevcon Ind., Inc., 8904 J St., 
Omaha, NE 68127.

Carson Chemicals, Inc., New 
Castle, IN  47362.

Whitmoyer Laboratories, 19 
North Railroad St., Myers- 
town, PA 19067.

Hess & Clark, Division at 
Rhodia, Inc., Ashland, OH 
44805.

[Reserved]
National Laboratories Corp., 

1721 Baltimore Ave., Kansas 
City, MO 64108.

Affiliated Laboratories Divis
ion, Whitmoyer Laboratories, 
Inc., 19 North Railroad St., 
Myerstown, PA 17067.

Agricultural Processing Corp., 
225 Alabama St., P.O. Box 
845, Salem, VA 24153.

Dr. LeGear, Inc., 4161 Beck 
Ave., St. Louis, MO 63116.

Hùbbard Milling Co., 424 North 
Front St., Mankator MN  
56001. J

Central Soya Cio., Inc., Mc
Millan Feed Division, 1300 
Fort. Wayne Bank Building, 
Port Wayne, IN  46802.

Wittney & Co., 4655 Colorado 
Blvd., Denver, CO 80216.

Commercial Solvents Corp., 
1331 South First St., Terre 
Haute, IN  47808.

Diamond Laboratories, Inc., 
P.O. Box 863, Des Moines, 
IA 50304.

Feed Products, Inc., 1000 West 
47th Ave., Denver, CO 80211.

Hart-Delta, Inc., 5055 Choctaw 
Dr., Baton Rouge, LA 70805.

Drug Listing 
No.:

016968—

0.17030—

017032—

017135—

017162—

017210—

017220—

017255—

017274—

017434—  

017800-)__

017826___

018356___

018597—

020275—

0 20112 —

021188—

021780—

021798—  

021930—  

022591.__ 

024264—

024817-__

024991—

025001 —

025700—

025796—

026186—

026282-__ 

027863—

030804—

Firm name and address
Quali-Tech Products, Inc., 318 

Lake Hazeltine Dr., Ghaska, 
MK[ 55318.

Evsco Pharmaceutical Corp., 
3345 Royal Ave., Oceanside, 
NY 11572.

Stauffer Chemical Co., 1200 
South 47th St., Richmond, 
CA 94804.

The Famam Companies, Inc., 
8701 North 29th St., Omaha, 
NE 68112.

Farmer’s Union Grain Termi
nal Association, Feed Divi
sion, P.O. Box 1447, Sioux 
Falls, SD 57101.

Salsbury Laboratories, Charles 
City, IA 50616.

Jensen-Salsbery Laboratories, 
Division of Richardson-Mer- 
rell, Inc., Kansas City, MO 
64141.

Feed Fortifiers, Inc., Manson, 
IA 50563.

Feed Specialties Co., 1877 
Northeast 58th Ave., Des 
Moines, IA  50313.

Zip Feed Mills, 304 East Eighth 
St., Sioux Falls, SD 57102.

Ralston-Purina Co., Checker
board Sq., St. Louis,. MO 
63199.

Albers Milling Co., Carnation 
Bldg., 5045 Wilshire Blvd., 
Los Angeles, CA 90036.

Alton Premium Feed Co., A l
ton, IA 51003.

Blair Milling & Elevator Co., 
Inc., 1000 Main St., Atchison, 
KS 66002.

FS Services, Inc., 1701 Towanda
Ave., Bloomington, IL 61701.
Fromm Laboratories, Inc., 

Grafton, W I 53024.
Babineaux’s Veterinary Prod

ucts, Inc., 6425 Airline High
way, Metairie, LA 70003.

Golden Sun Feeds, Inc., I l l  
South Fifth St., Esther ville, 
IA 51334.

Gooch Feed Mill Corp., 540 
South St., Lincoln, NE 68501.

Moorman Manufacturing Co., 
Quincy, IL 62301.

Grain Processing Corp., Mus
catine, IA 52761.

Dawes Laboratories, Inc., 450 
State St,, Chicago Heights, 
IL 60411.

Dean’s Specialty Supply Co., 
310 Second Ave., SW., W a
seca, MN 56093.

Diagnostic Data, Inc,, 518 
Logue Ave., Mountain View, 
CA 94040.

Diamond Shamrock Chemical 
Co., 60 Park PI., Newark, NJ 
07101.

The Dow Chemical Co., P.O. 
Box 1706, Midland, MI 48640.

Doboy Feeds, Domain Indus
tries, Inc., 215 North Knowles 
Ave., New Richmond, W I  
54017.

Henwood Feed Additives, Inc., 
211 Western Rd., Box 577, 
Lewisburg, OH 45338.

M & M Livestock Products Co., 
Eagle Grove, IA 50533.

Mattox & Moore, Inc., 1503 East 
Riverside Dr., Indianapolis, 
IN 46207.

Fasco Mills Co., Box 70, Route 
34 East, Mendota, IL  61342.
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Drug Listing 
No.:

032420.__

032707—  

033071___

033999___

034139___

034418—  

034500—  .

035369—

035393—

036108—

037990-

043426___

043727___

043728—  _

043729- . -  

043731 —

043732— __

043733—

043734— _

043735—  

043737-__

043738___

043743—  

043744.__

Firm name and address
Forbes Laboratories, 402 West 

Lakeside St., Madison, W I 
53715.

Premier Malt Products, Inc., 
Milwaukee, W I 53201.

Vita Plus Corp., 1508 West Bad
ger Rd., P.O. Box 926, Madi
son, W I 53701.

Protein Blenders, Inc., Box 631, 
Highway 218 South, Iowa 
City; IA 52240.

Walnut Grove Products, Divi
sion of W.R. Grace & Co., 201 
Linn St., Atlantic, IA 50022.

Simonsen Mill-Rendering Plant, 
Inc., Quimby, IA 51049.

Land O ’Lakes, Inc., Agricultural 
Services, 2827 Eighth Avenue 
South, Fort Dodge, IA 50501.

Yoder Feed, Division of Yoder, 
Inc., Kalona, IA 52247.

Young’s, Inc., Roaring Spring, 
PA 16673.

Square Deal Fortification Co., 
Kouts, IN  46347.

Summit Hill Laboratories, P.O. 
Box 1, Avalon, NJ 08202.

The A. O. Cooper Co., Humboldt, 
NE 68376.

Heinold Elevator Co., Inc., 
Kouts, IN  46347.

Balfour Guthrie & Co., Ltd., 315 
North H St., Fresno, CA 93701.

Nixon and Co., Kiewitt Plaza, 
Omaha, NE 88501.

Agricultural & Veterinary Prod
ucts Division, Abbott Labora
tories, Abbott Park, North 
Chicago, IL 60064.

Westchester Veterinary Prod
ucts, Inc., 180 Mamaroneck 
Ave., White Plains, NY  10601.

International Nutrition, Inc., 
6664 L St., Omaha, NE 68117.

Formica Laboratories, 124 East 
Fifth St., Little Rock, AR 
72115.

Gland-O-Lac Co., 1818 Leaven
worth St,, Omaha, NE 68102.

Peter Hand Foundation, 2 East 
Madison St., Waukegan, IL 
33142.

McClellan Laboratories, Inc., 
19600 Sixth Ave., Lakeview, 
CA 92353.

V.P.O., Inc., 4444 South 76th St., 
Omaha, NE 68127.

Farmers Feed & Supply Co., 
Ninth St. at Northwestern 
Tracks, Tipton, IA 52772.

Part 511— New Animal Drugs for 
Investigational Use

Au t h o r it y : Secs. 512, 701(a), 52 Stat. 
1055, 82 Stat. 343-351; (21 TJ.S.C. 360b, 371 
( a ) ), unless otherwise noted.

§ 511.1 New animal drugs for investi
gational use exempt from section 
512(a) of the act.

(a ) New animal drugs for tests in vitro 
and in laboratory research animals. (1) 
A shipment or other delivery of a new 
animal drug or animal feed bearing or 
containing a new animal drug intended 
solely for tests in vitro or in animals 
used only for laboratory research pur
poses shall be exempt from section 512
(a) and (m) of the act if it is labeled 
as follows:

Caution. Contains a new animal drug for 
investigational use only in laboratory re

search animals or for tests in vitro. Not for 
use in humans.

(2) The person distributing or caus
ing the distribution of new animal drugs 
for tests in vitro or in animals used only 
for laboratory research purposes under 
this exemption shall use due diligence to 
assure that the consignee is regularly 
engaged in conducting such tests and 
that the shipment of the new animal 
drug will actually be used for tests in 
vitro or in animals used only for labo
ratory research.

(3) The person who introduced such 
shipment or who delivered the new ani
mal drug for introduction into inter
state commerce shall maintain adequate 
records showing the name and post of
fice address of the expert or expert or
ganization to whom the new animal drug 
is shipped and the date, quantity, and 
batch or code mark of each shipment 
and delivery for a period of 2 years after 
such shipment and delivery. Upon the 
request of a properly authorized em
ployee of the Department at reasonable 
times, lie  shall make such records avail
able for inspection and copying.

(4) The exemption allowed in this 
paragraph shall not apply to any new 
animal drug intended for in vitro use in 
the regular course of diagnosing or treat
ing disease, including antibacterial sen
sitivity discs impregnated with any new 
animal drug or drugs, which discs are in
tended for use in determining suscepti
bility of microorganisms to the new 
animal drug or drugs.

(b) New animal drugs for clinical in
vestigation in animals. A shipment or 
other delivery of a new animal drug or 
an animal feed containing a new animal 
drug intended for clinical investigational 
use in animals shall be exempt from sec
tion 512 (a) and (m) of the act if all 
the following conditions are met:

(1) The label shall bear the 
statements:

Caution. Contains a new animal drug for 
use only In Investigational animals in clin
ical trials. Not for use In humans. Edible 
products of Investigational animals are not 
to be used for food unless authorization has 
been granted by the U.S. Food and Drug 
Administration or by the U.S. Department 
of Agriculture.

In the case of containers too small or 
otherwise unable to accommodate a label 
with sufficient space to bear the caution 
statements required by paragraphs (a) 
or (b) of this section, the statements may 
be included on the carton label and 
other labeling on or within the package 
from which the new animal drug is to be 
dispensed.

(2) The person or firm distributing or 
causing the distribution of the new ani
mal drug or animal feed containing a 
new animal drug shall use due diligence 
to assure that the new animal drug or 
animal feed containing a new animal 
drug will actually be used for tests in 
animals and is not used in humans.

(3) The person who introduced such 
shipment or who delivered the new ani
mal drug or animal feed containing a 
new animal drug for introduction into

interstate commerce shall maintain ade
quate records showing the name and post 
office address of the investigator to whom 
the new animal drug or animal feed con
taining a new animal drug is shipped and 
the date, quantity, and batch or code 
mark of each shipment and delivery for 
a period of 2 years after such shipment 
and delivery. Upon the request of ,a prop
erly authorized employee of the Depart
ment at reasonable times, such records 
shall be made available for inspection 
and copying.

(4) Prior to shipment of the new ani
mal drug for clinical tests in animals, the 
sponsor of the investigation shall submit 
in triplicate to the Pood and Drug Ad
ministration a “Notice of Claimed Inves
tigational Exemption for a New Animal 
Drug” including a signed statement con
taining the following information:

(i) The identity of the new animal 
drug.

(ii) All labeling and other pertinent 
information to be supplied to the 
investigators.

(iii) The name and address of each 
clinical investigator.

(iv) The approximate number of ani
mals to be treated (or if not available, 
the amount of new animal drug to be 
shipped).

(v) I f  the new animal drug is given to 
food-producing animals, the statement 
shall contain the following additional 
information:

(a) A commitment that the edible 
products from such animals shall not be 
used for food without prior authorization 
in accordance with the provisions pre
scribed in this section.

(b) Approximate dates of the begin
ning and end of the experiment or series 
of experiments.

(c) The maximum daily dose(s) to 
be administered to a given species, the 
size of animal, maximum duration of ad
ministration, method (s) of administra
tion, and proposed withdrawal time, if 
any.

(5) Authorization for use of -edible 
products derived from a treated food- 
producing animal may be granted under 
the provisions of this section and when 
the following specified conditions are 
met, except that in the case of an animal 
administered any unlicensed experimen
tal veterinary biological product regu
lated under the viruses, serums, toxins 
statute (21 U.S.C., Chapter V, sec. 151 et 
seq.) the product shall be exempt from 
the requirements of this section when 
U.S. Department of Agriculture approval 
has been obtained as provided in 9 CFR 
103.2. Conditional authorization may be 
granted in advance of identification of 
the name(s) and address(es) of the clin
ical investigator (s) as required by para
graph (b) (4) (iii) of this section. In
formation required for authorization 
shall include, in addition to all other 
requirements of this section, the 
following:

(i) Data to show that consumption of 
food derived from animals treated at the 
maximum levels with the minimum with
drawal periods, if any, specified in ac-
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cordance with paragraph (b) (4) (v) (c) 
of this section, will not be inconsistent 
with the public health ; or

(ii) Data to show that food derived 
from animals treated at the maximum 
levels and with the minimum withdrawal 
periods, if any, specified in accordance 
with paragraph (b) (4) ( v ) ( c )  of this 
section, does not contain drug residues 
or metabolites.

(iii) The name and location of the 
packing plant where the animals will be 
processed, except that this requirement 
may be waived, on request, by the terms 
of the authorization.
Authorizations granted under this sub- 
paragraph do not exempt investigational 
animals and their products from com
pliance with other applicable inspection 
requirements.

(6) On written request of the Pood 
and Drug Administration, the sponsor 
shall submit any additional information 
reported to or otherwise received by him 
with respect to the investigation deemed 
necessary to facilitate a determination 
whether there are grounds in the inter
est of public health for terminating the 
exemption.

(7) The sponsor shall assure himself 
that the new animal drug is shipped only 
to investigators who:

(i) Are qualified by scientific training 
and/experience to evaluate the safety 
and/or effectiveness of the new animal 
drug.

(ii) Shall maintain complete records 
of the investigations, including complete 
records of the receipt and disposition of 
each shipment or delivery of the new 
animal drug under investigation: Copies 
of all records of the investigation shall be 
retained by thé investigator for 2 years 
after the termination of the investigation 
or approval of a new animal drug appli
cation.

(iii) Shall furnish adequate and timely 
reports of the investigation to the 
sponsor.

(8 ) 'The sponsor:
(i) Shall retain all reports received 

from investigators for 2 years after the 
termination of the investigation or ap
proval of a new animal drug application 
and make such reports available to a 
duly authorized employee of the Depart
ment for inspection at all reasonable 
times.

(ii) Shall provide for current monitor
ing of the investigation by a person qual
ified by scientific training and experience 
to evaluate information obtained from 
the investigation, and shall promptly in
vestigate and report to the Pood and 
Drug Administration and to all investi
gators any findings associated with use 
of the new animal drug that may suggest 
significant hazards pertinent to the 
safety of the new animal drug.

(iii) Shall not unduly prolong distri
bution of the new animal drug for in
vestigational use.

(iv) Shall not, nor shall any person 
acting for or on behalf of the sponsor, 
represent that the new animal drug is 
safe or effective for the purposes for 
which it is under investigation. This re-
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quirement is not intended to restrict the 
full exchange of scientific information.

(v) Shall not commercially distribute 
nor test-market the new animal drug un
til a new animal drug application is ap
proved pursuant to section 512(c) of the 
act.

(9) I f  the shipment or other delivery 
of the new animal drug is imported or 
offered for importation into the United 
States for clinical investigational use in 
animals, it shall also meet the following 
conditions:

(1) The importer of all such shipments 
or deliveries is an agent of the foreign 
exporter residing in the United States 
or the ultimate consignee, which person 
has, prior to such shipments and deliv
eries, informed the Pood and Drug Ad
ministration of his intention to import 
the new animal drug as sponsor in com
pliance with the conditions prescribed in 
this subdivision; or

(ii) The new animal drug is shipped 
directly to a scientific institution with 
adequate facilities and qualified person
nel to conduct laboratory or clinical in
vestigations and is intended solely for 
use in such institutions and which insti
tution has submitted a statement as 
sponsor of the investigation.

(10) When requested by the agency, 
the sponsor shall submit an environmen
tal impact analysis report pursuant to 
§ 6.1 of this chapter.

(c) Withdrawal of eligibility to receive 
investigational-use new animal drugs.
(1) Whenever the Food and Drug Ad
ministration has information indicating 
that an investigator has repeatedly or 
deliberately failed to comply with the 
conditions of these exempting regula
tions or has submitted false information 
either to the sponsor of the investigation 
or in any required report, the Director of 
the Bureau of Veterinary Medicine will 
furnish the investigator written notice of 
the matter complained of in general 
terms and offer him an opportunity to 
explain the matter in an informal con
ference and/or in writing. I f  an expla
nation is offered but not accepted by the 
Bureau of Veterinary Medicine, the 
Commissioner will provide the investi
gator an opportunity for an informal 
hearing on the question of whether the 
investigator is entitled to receive investi
gational-use new animal drugs, i f  the 
hearing is requested within 10 days after 
receipt of notification that the explana
tion is not acceptable.

(2) If, after evaluating all available 
information including any explanation 
arid assurance presented by the investi
gator, the Commissioner determines that 
the investigator has repeatedly or delib
erately failed to comply with the condi
tions of the exempting regulations in 
this section or has repeatedly or deliber
ately submitted false information to the 
sponsor of an investigation and has 
failed to furnish adequate assurance that 
the conditions of the exemption will be 
met, the Commissioner will notify the 
investigator and the sponsor of any in
vestigation in which he has been named 
as a participant that the investigator is 
not entitled to receive investigational-

use new animal drugs with a statement 
of the basis for such determination.

(3) Each “Notice of Claimed Investi
gational Exemption for a New Animal 
Drug” and each approved new animal 
drug application containing data report
ed by an investigator who has been de
termined to be ineligible to receive in
vestigational-use new animal drugs will 
be examined to determine whether he 
has submitted unreliable data that are 
essential to the continuation of the in
vestigation or essential to the approval 
of any new animal drug application.

(4) I f  tiie Commissioner determines 
after the unreliable data submitted by 
the investigator are eliminated from con
sideration that the data remaining are 
inadequate to support a conclusion that 
it is reasonably safe to continue the in
vestigation, he will notify the sponsor 
and provide him with an opportunity for 
a conference in accordance with para
graph (d) of this section. I f  an imminent 
hazard to the public health exists, how
ever, he shall terminate the exemption 
forthwith and notify the sponsor of the 
termination. In such event the Com
missioner, on request, will afford the 
sponsor an opportunity for an informal 
hearing on the question of whether the 
exemption should be reinstated.

(5) I f  the Commissioner determines, 
after the unreliable data submitted by 
the investigator are eliminated from con
sideration, that the data remaining are 
such that a new animal drug application 
would not have been approved, he will 
proceed to withdraw approval of the ap
plication in accordance with section 
512te) of the act.

(6) An investigator who has been de
termined to be ineligible may be rein
stated as eligible to receive investiga
tional-use new animal drugs when the 
Commissioner determines that he has 
presented adequate assurance that he 
will employ such new animal drugs sole
ly in compliance with the exempting 
regulations in this section for investiga
tional-use new animal drugs.

(d) Termination of exemption. I f  the 
Commissioner finds that:

(1) The sponsor of the investigation 
has failed to comply with any of the 
conditions for the exemption estab
lished under this section, or

(2) The continuance of the investiga
tion is unsafe or otherwise contrary to 
the public interest or the drug is being 
or has been used for purposes other 
than bona fide scientific investigation, he 
shall notify the sponsor and invite his 
immediate correction. A conference will 
will be arranged if requested. I f  the con-: 
ditions of the exemption are not imme
diately met, the Commissioner shall 
notify the sponsor of the termination 
of the exemption and the sponsor shall 
recall or have destroyed the unused sup
plies of the new animal drug.

(e) Statements and requests. “No
tice (s) of Claimed Investigational Ex
emption for a New Animal Drug” and 
requests for authorization to use inves
tigational animals and their products for 
food should be addressed to the Depart
ment of Health, Education, and Welfare,
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Food and Drug Administration, Bureau 
of Veterinary Medicine, 5600 Fishers 
Lane, Rockville, MD 20852.

PART 514— NEW ANIMAL DRUG 
APPLICATIONS

Subpart A— General Provisions
Sec.
514.1 Applications.
514.2 Applications for animal feeds bear

ing or containing new animal 
drugs.

514.6 Amended applications.
514.7 Withdrawal of applications without

prejudice.
514.8 Supplemental new animal drug ap

plications.
514.9 Supplemental applications for an

imal feeds bearing or containing 
new animal drugs.

514.10 Confidentiality of data and infor
mation in an investigational new 
animal drug notice and a new an
imal drug application file for an 
antibiotic drug.

514.11 Confidentiality of data and infor
mation in a pew animal drug ap
plication file.

514.12 Confidentiality of data and infor
mation in an investigational new 
animal drug notice.

514.15 Untrue statements in applications.
514.50 Requests for certification, check

tests and assays, and working 
standards for animal drugs sub
ject to section 512 (n) of the act; 
information and samples required.

514.51 Certification of animal drugs sub
ject to section 512 (n) of the act. 

514.55 Forms for certification or exemption 
of antibiotic drugs for animal use 
subject to section 512 (n ) of the 
act.

514.60 Fees for certification of animal 
drugs subject to section 512(n) 
of the act.

Subpart B— Administrative Actions on 
Applications

514.100 Evaluation and comment on appli
cations.

514.105 Approval of applications.
514.110 Reasons for refusing to file appli

cations.
514.111 Refusal to approve an application.
514.115 Withdrawal of approval of applica

tions.
514.116 Notice of withdrawal of approval

of application.
514.120 Revocation of order refusing to ap

prove an application or suspend
ing or withdrawing approval of an 
application.

514.121 Service of notices and orders. 
514.150 Conditions on the effectiveness of

certificates for animal drugs sub
ject to section 512 (n) of the act. 

514.155 Suspension of certification service 
for sponsors of animal drugs. 

514.160 Disposition of outdated animal 
drugs subject to section 512(n ) of 
the act.

Subpart C— Hearing Procedures
514.200 Contents of notice of opportunity

for a hearing.
514.201 Failure to file an appearance.
514.202 Appearance of applicant.
514.203 Administrative Law Judge.
514.204 Prehearing and other conferences.
514.205 Transcript of testimony.
514.206 Oral and written arguments. 
514.210 Hearing procedure, animal drugs.

Subpart D— Evidence
514.220 Submission of documentary evi

dence in advance,

Sec.
514.221 Excerpts from documentary evi

dence.
514.222 Submission and receipt of evidence.

Subpart E— Findings of Facts and Order
514.230 Tentative order.
514.231 Exceptions to the tentative order.
514.232 Issuance of final order.

Subpart F— Judicial Review 
514.235 Judicial review.

Au t h o r it y : Secs. 512 ( i ) ,  (n ), 701(a), 52 
Stat. 1055; 82 Stat. 343-351 (21 U.S.C. 360b 
( i ) , ( n ) ), unless otherwise noted.

Subpart A— General Provisions
§ 514.1 Applications.

(a) Applications to be filed under sec
tion 512(b) of the act shall be submitted 
in the form described in paragraph (b) 
of this section. I f  any part of the ap
plication is in a foreign language, an 
accurate and complete English trans
lation shall be appended to such part. 
Translations of literature printed in a 
foreign language shall be accompanied 
by copies of the original publication. The 
application must be signed by the appli
cant or by an authorized attorney, agent, 
or official. I f  the applicant or such au
thorized representative does not reside 
or have a place of business within the 
United States, the application must also 
furnish the name and post office ad
dress of, and must be countersigned by, 
an authorized attorney, agent, or official 
residing or maintaining a place of busi
ness within the United States. Pertinent 
information may be incorporated in, and 
will be considered as part of, an appli
cation on the basis of specific reference 
to such information, including informa
tion submitted under the provisions of 
§ 511.1 of this chapter, in the files of the 
Food and Drug Administration; however, 
the reference must be specific in identi
fying the information. Any reference to 
information furnished by a person other 
than the applicant may not be consid
ered unless its use is authorized in a 
written statement signed by the person 
who submitted it.

(b) Applications for new animal drugs 
shall be submitted in triplicate and as
sembled in the manner prescribed by 
paragraph (b) (15) of this section, and 
shall include the following information:

(1) Identification. Whether the sub
mission is an original or supplemental 
application; the name and the address 
of the applicant; the date of the applica
tion; the trade name(s) (if one has been 
proposed) and chemical name(s) of the 
new animal drug. Upon receipt, the ap
plication will be assigned a number
N A D A ______ , which shall be used for
all correspondence with respect to the 
application.

(2) Table of contents and summary. 
The application shall be organized in a, 
cohesive fashion, shall contain a table of 
contents which identifies the data and 
other material submitted, and shall con
tain a well-organized summary and eval
uation of the data in the following form:

(i) Chemistry:
(a) Chemical structural^ formula or 

description for any new animal drug 
substance.

(b) Relationship to other chemically 
or pharmacologically related drugs.

(c) Description of dosage form and 
quantitative composition.

(ii) Scientific rationale and purpose 
the new animal drug is to serve:

(a) Clinical purpose.
(b) Highlights of laboratory studies: 

Thé reasons why certain types of studies 
were done or omitted as related to the 
proposed conditions of use and to in
formation already known about this class 
of compounds. Emphasize any unusual or 
particularly significant pharmacological 
effects or toxicological findings.

(c) Highlights of clinical studies: The 
rationale of the clinical study plan show
ing why types of studies were done, 
amended, or omitted as related to labora
tory studies and prior clinical experience.

id) Conclusions: A short statement of 
conclusions combining the major points 
of effectiveness and safety as they relate 
to the use of the new animal drug.

(3) Labeling. Three copies of each 
piece of all labeling to be used for the 
article (total of 9).

(i) All labeling should be identified to 
show its position on, or the manner in 
which it is to accompany the market 
package.

(ii) Labeling for nonprescription new 
animal drugs should include adequate di
rections for use by the layman under all 
conditions of use for which the new 
animal drug is intended, recommended, 
or suggested in any of the labeling or 
advertising sponsored by the applicant.

(iii) Labeling for prescription veter
inary drugs should bear adequate in
formation for use under which veterinar
ians can use the new animal drug safely 
and for the purposes for which it is in
tended, including those purposes for 
which.it is to be advertised or repre
sented, in accord with § 201.105 of this 
chapter.

(iv) All labeling for prescription or 
nonprescription new animal drugs shall 
be submitted with any necessary use 
restrictions prominently and conspicu
ously displayed.

(v) Labeling for new animal drugs in
tended for use in the manufacture of 
medicated feeds shall include:

(o) Specimens of labeling to be used 
for such new animal drug with adequate 
directions for the manufacture and use 
of finished feeds for all conditions for 
which the new animal drug is intended, 
recommended, or suggested in any of the 
labeling, including advertising, spon
sored by the applicant.

(b) Specimens of all labeling repre
sentative of those proposed to be used 
for finished feeds manufactured from the 
new animal drug.

(vi) Draft labeling may be submitted 
for preliminary consideration of an ap
plication. Final printed labeling will ordi
narily be required prior to approval of 
an application. Proposed advertising for 
veterinary prescription drugs may be sub
mitted for comment or approval.

(4) Components and composition. A 
complete list of all articles used for pro
duction of the new animal drug includ
ing a full list of the composition of each 
article:
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(i) A full list of the articles used as 
components of the new animal drug. This 
list should include all substances used 
in the synthesis, extraction, or other 
method of preparation of any new ani
mal drug and in the preparation of the 
finished dosage form, regardless of 
whether they undergo chemical change 
or are removed in the process. Each com
ponent should be identified by its estab
lished name, if any, or complete chem
ical name, using structural formulas 
when necessary for specific identifica
tion. I f  any proprietary name is used, it 
should be followed by a complete quan
titative statement of composition. Rea
sonable alternatives for any listed com
ponent may be specified.

(ii) A full statement of the composi
tion of the new animal drug. The state
ment shall set forth the name and 
amount of each ingredient, whether ac
tive or not, contained in a stated quan
tity of the new animal drug in the form 
in which it is to be distributed (for ex
ample, amount per tablet or milliliter) 
and a batch formula representative of 
that to be employed for the manfacture 
of the finished dosage form. All compo
nents should be included in the batch 
formula regardless of whether they ap
pear in the finished product. Any calcu
lated excess of an ingredient over the 
label declaration should be designated as 
such and percent excess shown. Reason
able variation may be specified.

(iii) I f  it is a new animal drug pro
duced by fermentation:

(a) Source and type of microorga
nism used to produce the new animal 
drug. n

(b) Composition of media used to pro
duce the new animal drug.

(c) Type of precursor used, if any, to 
guide or enhance production of the anti
biotic during fermentation.
. (d) Name and composition of preserv
ative, if any, used in the broth.

(e) A  complete description of the ex
traction and purification processes in
cluding the names and compositions of 
the solvents, précipitants, ion exchange 
resins, emulsifiers, and all other agents 
used.

(/) I f  the new animal drug is produced 
by a catalytic hydrogenation process 
(such as tetracycline from chlortetra- 
cycline), a complete description of each 
chemical reaction with graphic formulas 
used to produce the new animal drug, 
including the names of the catalyst used, 
how it is removed, and how the new ani
mal drug is extracted and purified.

(5) Manufacturing methods, facilities, 
and controls. A full description of the 
methods used in, and the facilities and 
controls used for, the manufacture, proc
essing, and packing of the new animal 
drug. This description should include full 
information with respect to any new 
animal drug in sufficient detail to permit 
evaluation of the adequacy of the de
scribed methods of manufacture, proc
essing, and packing, and the described 
facilities and controls to determine and 
preserve the identity, strength, quality, 
and purity of the new animal drug, and 
the following:
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(i) I f  the applicant does not himself 
perform all the manufacturing, proc
essing, packaging, labeling, and control 
operations for any new animal drug, he 
shall: Identify each person who will per
form any part of such operations and 
designate the part; and provide a signed 
statement from each such person fully 
describing, directly or by reference, the 
methods, facilities, and controls he will 
use in his part of the operation. The 
statement shall include a commitment 
that no changes will be made without 
prior approval by the Pood and Drug 
Administration, unless permitted under 
§ 514.8.

(ii) A description of the qualifications, 
including educational background and 
experience, of the technical and profes
sional personnel who are responsible for 
assuring that the new animal drug has 
the identity, strength, quality, and purity 
it purports or is represented to possess, 
and a statement of their responsibilities.

(iii) A  description of the physical fa
cilities including building and equip
ment used in manufacturing, processing, 
packaging, labeling, storage, and control 
»Derations.

(iv) The methods used in the syn
thesis, extraction, isolation, or purifica
tion of any new animal drug. When the 
specifications and controls applied to 
such new animal drugs are inadequate in 
themselves to determine its identity, 
strength, quality, and purity, the meth
ods should be described in sufficient 
detail, including quantities used, times, 
temperature, pH, solvents, etc., to de
termine these characteristics. Alterna
tive methods -or variations in methods 
within reasonable limits that do not af
fect such characteristics of the new ani- - 
mal drug may be specified. A flow sheet 
and indicated equations should be sub
mitted when needed to explain the proc
ess.

(v) Precautions to insure proper iden
tity. strength, quality, and purity of the 
raw materials, whether active or not, 
including: „

(a) The specifications for acceptance 
and methods of testing for each lot of 
raw material.

(b) A statement as to whether or not 
each lot of raw materials is given a serial 
number to identify it, and the use made 
of such numbers in subsequent plant op
erations.

(vi) The instructions used in the man
ufacturing, processing, packaging, and 
labeling of each dosage form of the new 
animal drug, including:

(a) The method of preparation of the 
master formula records and individual 
batch records and the manner in which 
these records are used.

(b) The number of individuals check
ing weight or volume of each individual 
ingredient entering into each batch of 
the new animal drug.

(c) A statement as to whether or not 
the total weight or volume of each batch 
is determined at any stage of the manu
facturing process subsequent to making 
up a batch according to the formula card 
and, if so, at what stage and by whom it 
is done.

(d) The precautions used in checking 
the actual package yield produced from 
a batch of the new animal drug with the 
theoretical yield. This should include a 
description of the accounting for such 
items as discards, breakage, etc., and the 
criteria used in accepting or rejecting 
batches of drugs in the event of an un
explained discrepancy.

(e) The precautions used to assure that 
each lot of the new animal drug is pack
aged with the proper label and labeling, 
including provisions for labeling storage 
and inventory control.

(/) Any special precautions used in the 
operations.

(vii) The analytical controls used dur
ing the various stages of the manufactur
ing, processing, packaging, and labeling 
of the new animal drug, including a de
tailed description of the collection of 
samples and the analytical procedures 
to which they are subjected. The ana
lytical procedures should be capable of 
determining the active components 
within a reasonable degree of accuracy 
and of assuring the identity of such com
ponents.

(a) A  description of practicable meth
ods of analysis of adequate sensitivity to 
determine the amount of the new animal 
drug in its final dosage form including 
finished feeds and in drinking water 
should also be included. Methods should 
be included for any premix or other 
intermediate mix for such drugs. Where 
two or more active ingredients are in
cluded, methods should be quantitative 
and specific for each active ingredient.

(b) I f  the article is one that is repre
sented to be sterile, the same information 
with regard to the manufacturing, proc
essing, packaging, and the collection of 
samples of the drug should be given for 
sterility controls. Include the standards 
used for acceptance of each lot of the fin
ished drug.

(viii) An explanation of the exact 
significance of any batch control num
bers used in the manufacturing, process
ing, packaging, and labeling of the new 
animal drug, including such control 
numbers that may appear on the label 
of the finished article. State whéther 
these numbers enable determination of 
the complete manufacturing history of 
the product. Describe any methods used 
to permit determination of the distribu
tion of any batch if its recall is required.

(ix) Adequate information with respect 
to the characteristics of and the test 
methods employed for the container, 
closure, or other component parts of the 
drug package to assure their suitability 
for the intended use.

(x ) A complete description of, and data 
derived from, studies of the stability of 
the new animal drug, including informa
tion showing the suitability of the ana
lytical methods used. Describe any addi
tional stability studies underway or 
planned. Stability data should be sub
mitted for any new animal drug, for the 
finished dosage form of the new animal 
cErug in the container in which it is to 
be marketed, including any proposed 
multiple-dose container, and, i f  it is to
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be put into solution at the time of dis
pensing, for the solution prepared as 
directed. I f  the data indicate that an 
expiration date is needed to preserve the 
identity, strength, quality, and purity of 
the new animal drug until it is used, the 
applicant shall propose such expiration 
date. I f  no expiration date is proposed the 
applicant must justify its absence.

(xi) Additional procedures employed 
which are designed to prevent contam
ination and otherwise assure proper con
trol of the product. An application may 
be refused unless it includes adequate 
information showing that the methods 
used in, and the facilities and controls 
used for, the manufacturing, processing, 
and packaging of the new animal drug 
are adequate to preserve its identity, 
strength, quality, and purity in conform
ity with good manufacturing practice 
and identifies each establishment, show
ing the location of the plant conducting 
these operations.

(6) Samples. Samples of the new ani
mal drug and articles used as components 
and information concerning them may 
be requested by the Bureau of Veterinary 
Medicine as follows:

(i) Each sample shall consist of four 
Identical, separately packaged subdivi
sions, each containing at least three times 
the amount required to perform the lab
oratory test procedieres described in the 
application to determine compliance with 
its control specifications for identity and 
assays. Each of the samples submitted 
shall be appropriately packaged and 
labeled to preserve its characteristics, to 
Identify the material and the quantity in 
each subdivision of the sample, and to 
identify each subdivision with the name 
of the applicant and the new animal drug 
application to which it relates. Included 
are:

(a) A sample or samples of any refer
ence standard and blank used in the 
procedures described in the application 
for assaying each new animal drug and 
other assayed components of the finished 
new animal drug.

(b) A  representative sample or samples 
of each strength of the finished dosage 
form proposed in the application and 
employed in the clinical investigations 
and a representative sample or samples 
of each new animal drug from the 
batch Ces) employed in the production of 
such dosage form.

(c) A  representative sample or samples 
of finished market packages of each 
strength of the dosage form of the new 
animal drug prepared for initial market
ing and, if  any such sample is not from 
a representative commercial-scale pro
duction batch, such a sample from a 
representative commercial-scale produc
tion batch, and a representative sample 
or samples of each new animal drug from 
the batch (es) employed in the production 
of such dosage form, provided that in 
the case of new animal drugs marketed in 
large packages the sample should con
tain only three times a sufficient quantity 
of the new animal drug to allow for per
forming the control tests for drug iden
tity and assays.
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(ii) The following information shall be 
included for the samples when requested:

(a) For each sample submitted, full in
formation regarding its identity and the 
origin of any new animal drug contained 
therein (including a statement whether 
it was produced on a laboratory, pilot- 
plant, or full-production scale) and 
detailed results of all laboratory tests 
made to determine the identity, strength, 
quality, and purity of the batch repre
sented by the sample, including assays.

(b) For any reference standard sub
mitted, a complete description of its 
preparation and the results of all labora
tory tests on it. I f  the test methods used 
differed from those described in the ap
plication, full details of the methods em
ployed in obtaining the reporting results.

(7) Analytical methods for residues. 
Applications for new animal drugs shall 
include a description of practicable 
methods for determining .the quantity, if 
any, of such drug in or on food, and 
any substance formed in or on food be
cause of its use, and the proposed toler
ance or withdrawal period or other use 
restrictions for such drug if any toler
ance or withdrawal period or other use 
restrictions are required in order to as
sure that the proposed use of such drug 
will be safe. When data or other adequate 
information establish that it is not rea
sonable to expect the new animal drug 
to become a component of food, assay 
methodology is not required.

(i) The kind of information required 
by this subdivision may include: Com
plete experimental protocols for deter
mining drug residue levels in the edible 
products, and the length of time required 
for residues to be eliminated from such 
products following the drug’s use; residue 
studies conducted under appropriate 
(consistent with the proposed usage) 
conditions of dosage, time, and route of 
administration to show levels, if any, of 
the drug and/or its metabolites in test 
animals during and upon cessation of 
treatment and at intervals thereafter in 
order to establish a disappearance curve; 
if the drug is to be used in combination 
with other drugs, possible effects of in
teraction demonstrated by the appropri
ate disappearance curve or depletion 
patterns after drug withdrawal under 
appropriate (consistent with the pro
posed usage) conditions of dosage, time, 
and route of administration; if the drug 
is given in the feed or water, appropriate 
consumption records of the medicated 
feed or water and appropriate perform
ance data in the treated animal; if the 
drug is to be used in more than one 
species, drug residue studies or appropri
ate metabolic studies conducted for each 
species that is food-producing. To pro
vide these data, a sufficient number of 
birds or animals should be used at each 
sample interval. Appropriate use of 
labeled compounds (e.g. radioactive 
tracers), may be utilized to establish 
metabolism and depletion curves. Drug 
residue levels ordinarily should be deter
mined in muscle, liver, kidney, and fat 
and where applicable, in skin, milk, and
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eggs (yolk and egg white). As a part of 
the metabolic studies, levels of the drug 
or metabolite should be determined in 
blood where feasible. Samples may be 
combined where necessary. Where resi
dues are suspected or known to be pres
ent in litter from treated animals, it may 
be necessary to include data with respect 
to such residues becoming components 
of other agricultural commodities be
cause of use of litter from treated 
animals.

(ii) I f  such new animal drug Is one 
which has been shown to induce cancer 
when ingested by man or animal or after 
other tests which are appropriate for the 
evaluation of the safety of such drug and 
the Secretary is requested to find that, 
under the conditions of use specified in 
the proposed labeling and reasonably 
certain to be followed in practice, such 
drug will not adversely affect the animals 
for which it is intended and that no 
residue of such drug will be found in 
any edible portion of such animals after 
slaughter or in any food yielded by or 
derived from the animal, methods of 
analysis shall be submitted in such form 
as to be suitable for publication in the 
F ederal R egister .

(8) Evidence to establish safety and 
effectiveness, (i) An application may be 
refused unless it contains full reports of 
adequate tests by all methods reasonably 
applicable to show whether or not the 
new animal drug is safe and effective for 
use as suggested in the proposed labeling.

(ii) An application may be refused 
unless it includes substantial evidence, 
consisting of a d e q u a t e  and wfell- 
controlled investigations, including field 
investigation, by experts qualified by 
scientific training and experience to 
evaluate the effectiveness of the new ani
mal drug involved, on the basis of which 
it could fairly and reasonably be con
cluded by such experts that the new 
animal drug will have the effect it pur
ports or is represented to have under the 
conditions of use prescribed, recom
mended, or suggested in the proposed 
labeling.

(iii) An application may be refused 
unless it contains detailed reports of the 
investigations, including studies made on 
laboratory animals, in which the purpose, 
methods, and results obtained are clearly 
set forth of acute, subacute, and chronic 
toxicity, and unless it contains appro
priate clinical laboratory results related 
to safety and efficacy. Such information 
should include identification of the per
son who conducted each investigation, a 
statement of where the investigations 
were conducted, and where the raw data 
are available in the application.

(iv) All information pertinent to an 
evaluation of the safety and effectiveness 
of the new animal drug received or other
wise obtained by the applicant from any 
source, including information derived 
from other investigations or commercial 
marketing (for example, outside the 
United States), or reports in the scien
tific-literature, both favorable and un
favorable, involving the new animal drug
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that is the subject of the application and 
related new animal drugs shall be sub
mitted. An adequate summary may be ac
ceptable in lieu of a reprint of a pub
lished report that only supports other 
data submitted. Include any evaluation 
of the safety or effectiveness of the new 
animal drug that has been made by the 
applicant’s veterinary or medical depart
ment, expert committee, or consultants.

(v) I f  the new animal drug is a com
bination of previously investigated or 
marketed new animal drugs, an adequate 
summary of preexisting information 
from preclinical and clinical investiga
tion and experience with its components, 
including all reports received or other
wise obtained by the applicant suggest
ing side effects, contraindications, and 
ineffectiveness in use of such compo
nents, shall be submitted. Such sum
mary should include an adequate bib
liography of publications about the 
components and may incorporate by 
reference information concerning such 
components previously submitted to the 
Pood and Drug Administration by the 
applicant; with written authorization, 
information may also be incorporated 
from the material that another appli
cant has on file with the Food and 
Drug Administration. Each ingredient 
designated as active in any new animal 
drug combination must make a contribu
tion to the effect in the manner claimed 
or suggested in the labeling, and, if in 
the absence of express labeling claims of 
advantages for the combination such a 
product purports to be better than 
either component alone, it must be es
tablished that the new animal drug has 
that purported effectiveness.

(vi) An application shall include a 
complete list of the names and post of
fice addresses of all investigators who 
received the new animal drug. This may 
be incorporated in whole or in part, by 
reference to information submitted un
der the provisions of § 511.1 of this 
chapter.

(vii) Explain any omission of reports 
from any investigator to whom the in
vestigational new animal drug has been 
made available. The unexplained omis
sion of any reports of investigations 
made with the new animal drug by the 
applicant or submitted to him by an in
vestigator or the unexplained omission 
of any pertinent reports of investiga
tions or clinical experience received or 
otherwise obtained by the applicant 
from published literature or other 
sources that would bias an evaluation of 
the safety of the new animal drug or its 
effectiveness in use, constitutes grounds 
for the refusal or withdrawal of the ap
proval of an application.

(9) New animal drugs subject to sec
tion 512 (n ) of the act. I f  the application 
is for a new animal drug subject to the 
certification provisions of section 512 (n) 
of the act and the drug is included 
in regulations promulgated under sec
tion 507 of the act, the applicant may be 
exempted from the submission of some 
of the information required by para
graph (b) (8) of this section if the appli
cation includes data adequate to prove
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that the new animal drug is comparable 
to the new animal drug for which certi
fication has been previously provided.

(10) Supplemental applications. I f  it 
is a supplemental application, full in
formation shall be submitted on each 
proposed change concerning any state
ment made in the approved application.

(11) Applicant’s commitment. It  is un
derstood that the labeling and advertis
ing for the new animal drug will pre
scribe, recommend, or suggest its use 
only under the conditions stated in the 
labeling which is part of this applica
tion and if the article is a prescription 
new animal drug, it is understood that 
any labeling which furnishes or purports 
to furnish information for use or which 
prescribes, recommends, or suggests a 
dosage for use of the new animal drug 
will also contain, in the same language 
and emphasis, information for its use 
including indications* effects, dosages, 
routes, methods, and frequency and 
duration of administration, any relevant 
hazards, contraindications, side effects, 
and precautions contained in the label
ing which is part of this application. It 
is understood that all representations in 
this application apply to the drug pro
duced until changes are made in con
formity with § 514.8.

(12) Additional commitments, (i) New 
animal drugs as defined in § 510.3 of this 
chapter, intended for use in the manu
facture of animal feeds in any State will 
be shipped only to persons who may re
ceive such drugs in accordance with 
§ 510.7 of this chapter.

(ii) The methods, facilities, and con
trols described under item 5 of this ap
plication conform to the current good 
manufacturing practice regulations in 
Subchapter C of this chapter.

(13) [Reserved]
(14) Environmental impact analysis 

report. The applicant is required to sub
mit an environmental impact analysis 
report analyzing the environmental im
pact of the manufacturing process and 
the utlimate use or consumption of the 
new animal drug pursuant to § 6.1 of 
this chapter.

(15) Assembling and binding the ap
plication. Assemble and bind three copies 
of the original application as follows:

(i) Obtain folders from the Fbod and 
Drug Administration. Bureau of Veteri
nary Medicine. 5600 Fishers Lane. Rock
ville, MD 20852, for binding triplicate 
copies of the new animal drug applica
tion. Approximately 2 inches of material 
may be bound in each folder.

(ii) Bind the original or ribbon copy 
of the application in a blue folder. This 
will be copy No. 1 and should be a com
plete copy.

(Hi) Bind an identical copy in a red 
folder, copy No. 2, and an identical copy 
in a yellow folder, copy No. 3.

(iv) Identify each front cover with the 
name of the applicant and the name of 
the new animal drug.

(v) Use separate pages or sets of pages 
for each numbered heading consistent 
with paragraph (b) (1) through (12) of 
this section. Number the pages of the 
new animal drug application. Each copy

should bear the same page numbering.
(vi) The labeling should be distributed 

in the three copies of 'the application as 
follows: One set of labeling in copy No. 
1, one set in copy No. 2, and one set in 
copy No. 3.

(vii) Submit separate applications for 
each different dosage form of the drug 
proposed. Repeating in each application 
basic information pertinent to all dosage 
forms is unnecessary if reference is made 
to the application containing such infor
mation. Include in each application in
formation applicable to the specific 
dosage form, such as labeling, composi
tion, stability data, and method of 
manufacture.

(viii) Forward amendments, supple
ments, reports, and other correspondence 
submitted after the priginal application 
in these folders and this format if they 
contain sufficient material. The front 
cover of these submissions should be 
identified with the name of the appli
cant, the hame of the new animal drug, 
and the new animal drug application 
number, if known.

(c) When a new animal drug appU- 
cation is submitted for a new animal drug 
which has a stimulant, depressant, or 
hallucinogenic effect on the central nerv
ous system, if it appears that the drug 
has a potential for abuse, the Commis
sioner shall forward that information to 
the Attorney General of the United 
States.
§ 514.2 Applications for animal feeds 

bearing or containing new animal 
drugs.

AppUcations for animal feeds bearing 
or containing new animal drugs shall be 
submitted in triplicate on the Form FD- 
1800 6-68. Applications will be completed 
following the instructions printed on this 
form and will contain:

(a) A full statement of the composi
tion of the animal feed. This requirement 
may be fulfilled by the declaration of 
the composition on the labeling submitted 
with the application.

(b) A statement that the proposed use 
of the animal feed described conforms 
to the applicable regulation published in 
accordance with section 512 (i) of the act.

(c) A fully completed application 
Form FD-1800 signed by an authorized 
representative of the firm.

(d) One copy of the final printed 
labeling attached to each copy of the 
FD-1800.
§ 514.6 Amended applications.

The appUcant may submit an amend
ment to an application that is pending, 
including changes that may alter the 
conditions of use, the labeling, safety, ef
fectiveness, identity, strength, quality, or 
purity of the drug or the adequacy of the 
manufacturing methods, facUities, and 
controls to preserve them, in which case 
the unamended application may be con
sidered as withdrawn and the amended 
application may be considered resub
mitted on the date on which the amend
ment is received by the Food and Drug 
Administration. The applicant will be 
notified of such date.
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§ 514.7 Withdrawal of applications with
out prejudice.

The sponsor may withdraw his pend
ing application from consideration as a 
new animal drug application upon writ
ten notification to the Food and Drug 
Administration. Such withdrawal may 
be made without prejudice to a future 
filing. Upon resubmission, the time limi
tation will begin to run from the date 
the resubmission is received by the Food 
and Drug Administration. The original 
application will be retained by the Food 
and Drug Administration although it is 
considered withdrawn. The applicant 
shall be furnished a copy at cost on 
request.
§ 514.8 Supplemental new animal drug 

applications.
(a) (1) After a new animal drug appli

cation is approved, a supplemental new 
animal drug application may propose 
changes. A  supplemental application may 
omit statements made in the approved 
application concerning which no change 
is proposed. Each supplemental applica
tion shall include up-to-date reports of 
any of the kinds of information required 
by § 510.300(a) of this chapter that has 
not previously been submitted. A supple
mental application proposing substan
tial changes which may affect the quality 
of the human environment shall be ac
companied by an environmental impact 
analysis report pursuant to § 6,1 of this 
chapter. .

(2) A  supplemental new animal drug 
application shall be submitted for any 
change beyond the variations provided 
for in the application, including changes 
in the scale o f production such as from 
pilot-plant to production batch, that 
may alter the conditions of use, the 
labeling, safety, effectiveness, identity, 
strength, quality, or purity of the new 
animal drug, or the adequacy of the 
manufacturing methods, facilities, or 
controls to preserve them.

(3) I f  it is a prescription drug, any 
mailing or promotional piece used after 
the drug is placed on the market is label
ing requiring a supplemental application, 
unless:

(i) The parts of the labeling furnish
ing directions, warnings, and information 
for use of the drug are the same in lan
guage and emphasis as labeling approved 
or permitted; and

(ii) Any other parts 'of the labeling 
are consistent with and not contrary to 
such approved or permitted labeling.

(4) The supplemental application 
shall be submitted -as follows—A com
munication proposing a change in a new 
animal drug application should-provide 
for any one of the following kinds of 
changes:

(i) Revision in labeling, such as up
dating information pertaining to effects, 
dosages, and side effects and contraindi
cations, which includes information 
headed “side effects,” “warnings,” pre
cautions,” and “ contraindications.”

(ii) Addition of claim.
(iii) Revision in manufacturing or 

control procedures; for example, changes 
in components, composition, method of
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manufacture, analytical control pro
cedures, package or tablet size, etc.

(iv) Change in manufacturing facili
ties.

(v) Provision for outside firm to par
ticipate in the preparation, distribution, 
or packaging of a new animal drug (new 
distributor, packer, supplier, manufac
turer, etc.) ; one firm per submission. 
Any number of changes may be sub
mitted at any one time; but if  they fall 
into different categories as listed in 
paragraph (a) (4) (i) through (v) of this 
section, the proposed changes should 
be covered by separate communications. 
Where, however, a change necessitates 
ah overlap in categories, it should be 
submitted in a single communication. 
For example, a change in tablet potency 
would require other changes such as in 
components, composition, and labeling 
and should be submitted in a single 
communication.

(5) The following kinds of changes 
may be placed into effect without the 
approval of a supplemental application, 
if such change is fully described in the 
next periodic report required under 
§ 510.300(b) (4) of this chapter or, when 
such a report is not required, in a written 
communication to the Food and Drug 
Administration within 60 days of the 
effective date of the change (this does 
not apply to a change proposed because 
of any mixup or any bacteriological or 
significant chemical, physical, or other 
change or deterioration in the drug or 
any failure of one or more distributed 
batches of the drug to meet its specifi
cations) :

(i) A different container size for solid 
oral dosage forms where container and 
closure are of the same materials as those 
provided for in the approved application.

(ii) Change in personnel not involving 
new facilities.

(iii) Change in equipment that does 
not alter the method of manufacture of 
a new animal drug.

(iv) Change from one commercial 
batch size to another without any change 
in manufacturing procedure.

(v) Change to more stringent specifi
cation without altering the method de
scribed in the approved application.

(vi) Inclusion of additional specifica
tions and methods without deletion of 
those described in the approved applica
tion.

(vii) Alteration of specifications or 
methods for inactive ingredients to bring 
them into compliance with new or re
vised specifications or methods in an of
ficial compendium.

(viii) Initiation of a product identifi
cation coding system.

(ix) Addition to labeling of a reason
able expiration date where none was pre
viously used, with related conditions of 
drug storage when appropriate, except 
when evidence shows that a significant 
deterioration of the drug under market
ing conditions has occurred which neces
sitates the immediate submission of a 
report under § 510.300(b) (1) of this 
chapter. The report or written commu
nication describing such change in
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labeling should include stability data 
justifying the expiration date and rec
ommended conditions of storage.

(x) Change from paper labels to direct 
printing on glass or other kinds of im
mediate containers without a change in 
text.

(6) Approval of a supplemental new 
animal drug application, will not be re
quired to provide for an additional dis
tributor bo distribute a drug which is the 
subject of an approved new animal drug 
application if the conditions described 
below are met prior to putting such a 
change into effect. An order may issue 
refusing approval if  any condition is not 
met or if any of the reasons for refusing 
or withdrawing approval, as stated in 
section 512 (d) and (e) of the act or 
§ 514.110 applies. For the purposes of 
maintaining records and making reports 
under the requirements of § 510.300 of 
this chapter, a distributor provided for 
under this section shall be considered 
an “applicant” within the meaning of 
§ 510.300(b) of this chapter. Said con
ditions are:

(i) A supplemental application is fur
nished to the Food and Drug Administra
tion to provide for a designated distribu
tor.

(ii) There are no changes from the 
conditions of the approved application 
except for a different and suitable pro
prietary name of the new animal drug 
(if one is used) and the name and ad
dress of the distributor as used on the 
label and labeling. The name of the dis
tributor shall be accompanied by an ap
propriate qualifying phrase such as 
“manufactured for” or “distributed by.”

(iii) A distributor’s statement is fur
nished to the Food and Drug Administra
tion identifying the category of his opera
tions (for example, wholesaler, retailer) 
and stating: That he will distribute the 
new animal drug only under the label
ing provided for in the new animal drug 
application; that any other labeling or 
advertising for the drug will prescribe, 
recommend, or suggest its use only under 
the conditions stated in the labeling pro
vided for in the application; and, if the 
drug is a prescription article, that he-is 
regularly and lawfully engaged in the dis
tribution or dispensing of presciption 
drugs.

(iv) Nine copies of the printed labels 
and other labeling to be used by the dis
tributor are submitted, identified with 
the new animal drug application number.

(b) When necessary for the safety or 
effectiveness of the drug, a supplemental 
new animal drug application shall spec
ify a period of time within which the 
proposed change will be made.

(c) I f  a material change is made in 
the components’ composition, manufac
turing methods, facilities, or controls, or 
in the labeling or advertising, from the 
representations in an approved applica
tion for a new animal drug (except 
changes conforming to the conditions set 
forth in paragraph (a) (5) and (6) 
and/or paragraphs (d ), (e ), ( f ) ,  and (g) 
of this section), and the drug is mar
keted before a supplement is approved
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for such change, approval of the applica
tion may be suspended or withdrawn as 
provided in section 512(e) of the act.

(d) Changes of the following kinds 
proposed in supplemental new animal 
drug applications should be placed into 
effect at the earliest possible time:

(1) The addition to package labeling, 
promotional labeling, and prescription 
drug advertising of additional warning, 
contraindication, side effect, and precau
tion information.

(2) The deletion from package label
ing, promotional labeling, and drug ad
vertising of false, misleading, or unsup
ported indications for use or claims for 
effectiveness.

(3) Changes in the methods, facilities, 
or controls used for the manufacture, 
processing, packing, or holding of the 
new animal drug (other than utilization 
of establishments not covered by the ap
proval that is in effect) that give in
creased assurance that the drug will have 
the characteristics of identity, strength, 
quality, and purity which it purports or 
is represented to possess.

(e) The Pood and Drug Administra
tion will take no action against a new 
animal drug or applicant solely because 
changes of the kinds described in para
graph (d) of this section are placed into 
effect by the applicant prior to his re
ceipt of a written notice of approval of 
the supplemental new animal drug appli
cation if all the following conditions are 
met:

(1) The supplemental new animal 
drug application providing a full expla
nation of the basis for the changes has 
been submitted, plainly marked on the 
mailing cover and on the supplement, 
“Special new animal drug application 
supplement—changes being effected.”

(2) The applicant specifically informs 
the Pood and Drug Administration of 
the date on which such changes are being 
effected and submits to the Administra
tion nine printed copies of any revised 
labeling to be placed in use, identified 
with the new animal drug application 
number.

(3) All promotional labeling and all 
drug advertising are promptly revised 
consistent with the changes made in the 
labeling on or within the new animal 
drug package.

( f ) When a supplemental new animal 
drug application proposes changes only 
of the kinds described in paragraph (d) 
of this section, and the applicant informs 
the Food and Drug Administration that 
the changes are being put into effect, 
such notification will be regarded as an 
agreement by the applicant to an exten
sion of the time for formal action on the 
application.

(g) In addition to changes as per
mitted by paragraphs (d) and (e) of this 
section, an applicant' may place into 
effect changes proposed in a supplement 
to a new animal drug application that 
became effective prior to October 10, 
1962, upon written notification from the 
Food and Drug Administration that such 
action is permitted, without approval of

the supplemental application, pending 
the completion of the review of the effec
tiveness of such drug by the National 
Academy of Sciences-National Research. 
Council and a determination as to 
whether there are grounds for refusing 
approval under section 512(d) of the act 
or for invoking section 512(e) of the 
act. The Food and Drug Administration 
will take no action against a new animal 
drug or an applicant solely because 
changes that have been permitted in a 
written communication &,re placed into 
effect by the applicant prior to his re
ceipt of a written notice of approval of 
the supplemental new animal drug 
application.

(h) Except as provided in paragraphs
(e) and (g) of this section, no provision 
of this section shall limit the authority 
of the Secretary or of the Commissioner 
to suspend or withdraw approval of a 
new animal drug application in accord 
with the provisions of section 512(e) of 
the act or to initiate any other regula
tory proceedings with respect to a drug 
or applicant under provisions of the act.

(i) Changes from the conditions of an 
approved new animal drug application in 
accord with the provisions of paragraphs
(d ), (e ) , and (g) of this section are per
mitted on the basis of a temporary de
ferral of final action on the supplemental 
application under the provisions of sec
tion 512 (c ) , (d ) , or (e) of the act.

(j )  When an applicant receives writ
ten notification from the Food and Drug 
Administration, under the provisions of 
paragraph (g) of this section, that he 
may place into effect changes proposed 
in a supplemental application without 
approval of the supplemental applica
tion, he may within 30 days submit a 
written request that the Food and Drug 
Administration process the supplemen
tal application. In such case, the change 
shall not be put into effect until ap
proved. Within 180 days of the receipt 
of such written request, the Food and 
Drug Administration will approve the 
supplemental application or furnish no-

f tice of an opportunity for a hearing
* under the provisions of section 512(d) 
or (e ) , or both, of the act on a proposal 
to refuse approval of the supplemental 
application or to withdraw approval of 
the application and supplements thereto.

(k ) A supplement to an application 
that became effective prior to October 10. 
1962, may include a written statement to 
the effect that a temporary deferral of 
final action under the provisions of para
graph (d), (e), or (g) of this section is 
unacceptable to the applicant and that 
the applicant requests action as provided 
in section 512(c) of the act. Final action 
on such supplemental applications will 
be expedited in accord with applicable 
provisions of section 512 of the act and 
regulations in this Subchapter E. In such 
cases, if the applicant places into effect 
any of the proposed changes prior to his 
receipt of a written notice of approval of 
the supplemental new animal drug ap
plication, such action may be regarded by 
the Food and Drug Administration as a

basis for invoking the provisions of sec
tion 512(e) (1) (D) of the act; that is, 
the applicant may be furnished notice of 
an opportunity for a hearing on a pro
posal to withdraw approval of the appli
cation on the ground that the applica
tion contains an untrue statement of a 
material fact related to the changes 
from the conditions approved in the 
application.
§ 514.9 Supplemental applications for 

animal feeds bearing or containing 
new animal drugs.

(a) After an application for an animal 
feed bearing or containing a new animal 
drug has been approved, a supplemental 
application may propose changes.

(b) A supplemental application shall 
be submitted for any change which devi
ates from the conditions under which 
the application was originally approved.

(c) Each supplemental application 
shall be accompanied by a fully com
pleted Form FD-1800 in triplicate in
cluding an explanation of the changes 
proposed.

(d) A  supplemental application pro
posing substantial changes which may 
affect the quality o f the human envi
ronment shall be accompanied by an 
environmental impact analysis report 
pursuant to § 6.1 of this chapter.
§ 514.10 Confidentiality of data and in* 

formation ‘ in an investigational new 
animal drug notice and a new animal 
drug application file for ap antibiotic 
drug.

(a) The rules established in £§ 514.12 
and 514.11 of this chapter with regard 
to the confidentiality of an investigation
al new animal drug notice and a new 
animal drug application file shall apply 
to such notices and files for antibiotic 
drugs for new animal drug use.

(b) All records showing the Food and 
Drug Administration’s testing of and ac
tion on a particular lot of a certifiable 
antibiotic drug for veterinary use are im
mediately available for public disclosure.
§ 514.11 Confidentiality of data and in* 

formation in a new animal drug ap
plication file.

(a) For purposes of this section the 
“NADA file” includes all data and infor
mation submitted with or incorporated 
by reference in the NADA, INAD’s incor
porated into the NADA, supplemental 
NADA’s, reports under §§ 510.300 and 
510.301 of this chapter, master files, and 
other related submissions. The availa
bility for public disclosure of any record 
in the NADA file shall be handled in ac
cordance with the provisions of this sec
tion.

(b) The existence of an NADA file will 
not be disclosed by the Food and Drug 
Administration before an approval has 
been published in the F ederal R egister, 
unless it has previously been publicly dis
closed or acknowledged.

(c) I f  the existence of an NADA file 
has not been publicly disclosed or ac
knowledged, no data or information in 
the NADA file is available for public 
disclosure.
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(d) I f  the existence of an NAD A file 
has been publicly disclosed or acknowl
edged before an approval has been pub
lished in the F ederal R egister, no data 
or information contained in the file is 
available for public disclosure before 
such approval is published, but the Com
missioner may, in his discretion, disclose 
a summary of'(such selected portions of 
the safety and effectiveness data as are 
appropriate for public consideration of a 
specific pending issue, e.g., at an open 
session of a Food and Drug Administra
tion advisory committee or pursuant to 
an exchange of important regulatory in
formation with a foreign government.

(e) After an approval has been pub
lished in the F ederal R egister , the fol
lowing data and information in the 
NADA file are immediately available for 
public disclosure unless extraordinary 
circumstances are shown:

(1) All safety and effectiveness data 
and information previously disclosed to 
the public, as defined in § 4.81 of this 
chapter.

(2) A summary or summaries of the 
safety and effectiveness data and infor
mation submitted with or incorporated 
by reference in the NADA file. Such sum
maries do not constitute the full reports 
of investigations under section 512(b) (1) 
of the act (21 U.S.C. 360b(b )(l)) on 
which the safety or effectiveness of the 
drug may be approved. Such summaries 
shall consist of the following:

(i) For an NADA approved prior to 
July 1, 1975, internal agency records 
that describe such data and information,
e.g., a summary of basis for approval or 
internal reviews of the data and informa
tion, after deletion o f:

(a) Names and any information that 
would identify the investigators.

(b) Any inappropriate gratuitous com
ments unnecessary to an objective analy
sis of the data and information.

(ii) For an NADA approved on or after 
July 1,1975, a summary of such data and 
information prepared in one of the fol
lowing two alternative ways shall be 
publicly released when the approval is 
published in the F ederal R egister .

(a) The Bureau of Veterinary Medi
cine may at an appropriate time prior to 
approval of the NADA require the appli
cant to prepare a summary of such data 
and information, which will be reviewed 
and, where appropriate, revised by the 
Bureau.

(b ) The Bureau of Veterinary Medi
cine may prepare its own summary of 
such data and information.

(3) A protocol for a test or study, un
less it is shown to fall within the exemp
tion established for trade secrets and 
confidential commercial information in 
§ 4.61 of this chapter.

(4) Adverse reaction reports, product 
experience reports, consumer complaints, 
and other similar data and information, 
after deletion o f:

(i) Names and any information that 
would identify the person using the 
product.

(ii) Names and any information that 
would identify any third party involved

with the report, such as a physician, 
hospital, or other institution.

(5) A list of all active ingredients and 
any inactive ingredients previously dis
closed to the public as defined in § 4.81 
of this chapter.

(6) An assay method or other ana
lytical method, unless it serves no regu
latory or cornpliance purpose and is 
shown to fall within the exemption estab
lished in § 4.61 of this chapter.

(7) All correspondence and written 
summaries df oral discussions relating 
to the NADA, in accordance with the 
provisions of Part 4 of this chapter.

(f) All safety and effectiveness data 
and information not previously disclosed 
to the public are available for public 
disclosure at the time that any one of the 
following events occurs:

(1) The NADA has been abandoned 
and no further work is being undertaken 
with respect to it.

(2) A final determination is made that 
the NADA is not approvable, and alFlegal 
appeals have been exhausted.

(3) -Approval of the NADA is with
drawn, and all legal appeals have been 
exhausted. *

(4) A final determination has been 
made that the animal drug is not a new 
animal drug.

(5) A final determination has been 
made that the animal drug may be 
marketed without submission of such 
safety and/or effectiveness data and in
formation.

(g) The following data and informa
tion in an NADA file are not available 
for public disclosure unless they have 
been previously disclosed to the public 
as defined in § 4.81 of this chapter or 
they relate to a product or ingredient 
that has been abandoned and they no 
longer represent a trade secret or confi
dential commercial Or financial infor
mation as defined in § 4.61 of this 
chapter:

(1) Manufacturing methods or proc
esses, including quality control proce
dures.

(2) Production, sales, distribution, 
and similar data and information, ex
cept that any compilation of such data 
and information aggregated and pre
pared in a way that does not reveal data 
or information which is not available for 
public disclosure under this provision is 
available for public disclosure.

(3) Quantitative or semiquantitative 
formulas.

(h) For purposes of this regulation, 
safety and effectiveness data include all 
studies and tests of an animal drug on 
animals and all studies and tests on the 
animal drug for identity, stability, purity, 
potency, and bioavailability.
§ 514.12 Confidentiality’ of data and in

formation in an investigational new 
animal drug notice.

(a) The existence of an IN AD notice 
will not be disclosed by the Food and 
Drug Administration unless it has previ
ously been publicly disclosed or ac
knowledged.

(b) The availability for public disclo
sure of all data and information in an 

♦INAD file shall be handled in accordance 
with provisions established in § 514.11.
§ 514.15 Untrue statements in applica

tions.
Among the reasons why an application 

for a new animal drug or animal feed 
bearing or containing a new animal drug 
may contain an untrue statement of a 
material fact are:

(a) Differences in:
(1) Conditions of use prescribed, rec

ommended, or suggested by the applicant 
for the product from the conditions of 
such use stated in the application;

(2) Articles used as components of 
the product from those listed in the ap
plication;

(3) Composition of the product from 
that stated in the application;

(4) Methods used in or the facilities 
and controls used for the manufacture, 
processing, or packing of the product 
from such methods, facilities, and con
trols described in the application;

(5) Labeling from the specimens con
tained in the application; or

(b) I f  it is a supplement to an ap
proved application and does not explain 
omissions in whole or in part from the 
original application or any amendment 
or supplement to it or from any record 
or report required under the provisions 
of section 512 of the act and § 510.300 or 
§ 510.301 of this chapter of any informa
tion obtained from:

(1) Investigations as to the safety, 
effectiveness, identity, strength, quality, 
or purity of the drug, made by the ap
plicant on the drug, or

(2) Investigations or experience with 
the product that is the subject of the 
application, or any related product, avail* 
able to the applicant from any source 
if such information is pertinent to an 
evaluation of the safety, effectiveness, 
identity, strength, quality, or purity of 
the drug, when such omission would bias 
an evaluation of the safety or effective
ness of the product.
§514.50 Requests for certification, 

check tests and assays, and working 
standards for animal drugs subject 
to section 512(n) of the act; infor
mation and samples required.

(a) A request for certification of a 
batch shall be addressed to the Com
missioner and shall be in a form speci
fied by him. A request from a foreign 
manufacturer shall be signed by such 
manufacturer and by an agent of such 
manufacturer who resides in the United 
States. The agent will be held account
able for all outstanding certification fees 
incurred by the foreign manufacturer 
he represents, and, in signing the re
quest for certification, the agent agrees 
to be financially responsible for any 
.certification debts so incurred.

(b) (1) The initial request for certi
fication of a batch of any drug sub
mitted by any person shall be preceded 
or accompanied by a full statement of 
the facilities and controls used to main
tain the identity, strength, quality, and
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purity of each batch of such drug, in
cluding descriptions o f:

(1) The methods and processes used 
in the manufacture of the drug;

(ii) The tests and assays of the drug 
made during the manufacture of the 
batch and after it is packaged; and

(iii) The laboratory facilities used in 
such controls.'

(2) Such initial request shall also be 
preceded or accompanied by the key bf 
the batch, marks used by such person and 
by specimens of all labeling to be used for 
such drug.

(c) A person who requests certifica
tion or check tests and assays of a batch 
shall submit with his request the follow
ing information and samples;

(1) The batch mark of the drug.
(2) The quantity of each ingredient 

used in making the batch and a state
ment that each such ingredient conforms 
to the requirements or standards pre
scribed therefor, if any, by specific regu
lations -or official compendium or other
wise approved by the Commissioner.

(3) The size of the batch, including 
the number of containers of each size 
in the batch.

(4) The date of the latest assay of the 
batch.

(5) The results of the latest tests and 
assays made by or for him on the batch 
as required for the drug by specific 
regulations.

(6) The batch mark(s) of the anti
biotic (s) used in making the batch.

(7) Unless previously submitted, the 
results and dates of the latest tests and 
assays made by or for him on the anti
biotic (s) used in making the batch as 
required by specific regulations.

(8) The number of accurately repre
sentative samples that are required for 
the batch by specific regulations:

(i) In the case of drugs such as dry 
powders, solutions, ointments, and sus
pensions, the sample shall be collected 
by taking single immediate containers, 
before or after labeling, at such intervals 
throughout the entire time of packaging 
the batch that the quantities packaged 
during the intervals are approximately 
equal. In no case, however, shall more 
than 5,000 immediate containers have 
been packaged dining each such inter
val of sampling, except for a sample 
collected for sterility testing.

(ii) In the case of drugs such as tab
lets or other such unit dosage forms, the 
sample shall be collected by taking single 
tablets at such intervals throughout the 
entire time of tableting the batch that 
the quantities tableted during the inter
vals are approximately equal. In no case, 
however, shall more than 5,000 tablets 
have been tableted during each interval 
of sampling, except for a sample col
lected for time of disintegration. I f  the 
person who packages the tablets into 
dispensing-size containers is not the 
manufacturer, such sample shall be 
collected throughout the entire time 
of packaging the batch into such 
containers.

(iii) In the case of drugs packaged for 
repacking or for use in the manufacture 
of another drug, the sample must be rep-
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resentative of the batch. Such samples 
may be taken from a composite composed 
of portions taken from a representative 
number of bulk containers, the com
posite consisting of no more than 10 
times the amount required for conduct
ing the required tests and assays. Such 
samples are not required if they have 
been previously submitted.

(iv) In the case of a sterile drug pack
aged in combination with containers of 
a sterile diluent, the sample shall be 
collected by taking 20 immediate con
tainers of the diluent collected at regu
lar intervals throughout each filling 
operation, except that if the diluent is 
sterilized after filling into containers, the 
representative sample shall consist of 20 
immediate containers collected from 
each sterilizer load and each container 
shall be taken from a different part of 
each such sterilizer load. In the case of 
sterile drugs packaged in combination 
with sterile droppers, the sample shall 
be collected by taking 20 droppers from 
each sterilizer load and each stopper 
shall be taken from a different part of- 
such sterilizer load.

(9) In the case of an initial request 
for certification, each ingredient used in 
making the batch other than ingredients 
required by specific régulations: 1 pack
age of each containing approximately 
5 grams. Results and dates of the latest 
tests and assays made by or for him on 
such ingredients shall precede or accom
pany the submission.

(10) The results and dates of tests and 
assays made by or for him on the non
antibiotic active ingredients in the batch.

(11) I f  such batch or any part thereof 
is to be packaged with a sterile diluent 
or sterile dropper, such request shall also 
be accompanied by a statement that such 
diluent or dropper is sterile and conforms 
to the requirements prescribed therefor 
by specific regulations.

(d) Each sample submitted pursuant 
to the regulations in this chapter shall 
be addressed to the Commissioner. Its 
package shall be clearly identified as to 
its contents and shall bear the name and 
post-office address of the person submit
ting it.

(e) In addition to the information and 
samples specifically required to be sub
mitted to the Commissioner by the reg
ulations in this chapter, the person who 
requests certification of a batch shall 
submit such further information and 
samples as the Commissioner may re
quire for the purpose of investigations 
to determine whether or not such batch 
complies with the requirements of 
§ 431.10 of this chapter for the issuance 
of a certificate.

(f )  Upon the request of any person, 
stating reasonable grounds therefor, the 
Commissioner shall furnish such person 
with a portion of the working standards.
(Sec. 507, 59 Stat. 463 as amended (21 U.S.C. 
357)).

§ 514.51 Certification of animal drugs 
subject to section 512 (n) of the act.

(a) I f  it appears to the Commissioner, 
after such investigation as he considers 
necessary, that :

(1) The information (including re
sults of tests and assays) and samples 
required by or pursuant to the regula
tions in this chapter have been sub
mitted, and the request for certification 
contains no untrue statement of a ma
terial fact; and

(2) The batch complies with the reg
ulations in this chapter and conforms 
to the applicable standards of identity, 
strength, quality, and purity prescribed 
by the regulations* in this chapter;
the Commissioner shall certify that such 
batch is safe and efficacious for use, sub
ject to such conditions on the effective
ness of certificates as are prescribed by 
§ 437.11 of this chapter, and shall is
sue to the person who requested it a 
certificate to that effect.

(b) I f  the Commissioner determines, 
after such investigation as he considers 
to be necessary, that the information 
submitted pursuant to the regulations in 
this chapter, or the batch covered by 
such request, does not comply with the 
requirements set forth in paragraph (a) 
of this section for the issuance of a cer
tificate, the Commissioner shall refuse to 
certify such batch and shall give notice 
thereof to the person who requested cer
tification, stating his reasons for refusal.

(c) All statements, samples, and other 
information and materials submitted in 
connection with a request for certifica
tion shall be considered to be part of such 
request.

(d) Compliance of a drug with the 
standards of identity, strength, quality, 
and purity prescribed by regulations in 
this chapter shall be determined by the 
tests and methods of assay prescribed 
for such drug by regulations issued under 
this chapter.

(e) The regulations in this chapter, 
prescribing tests and methods of assay 
for antibiotic and antibiotic-containing 
drugs, shall not be construed as prevent
ing the Commissioner from using any 
other test or method of assay in his in
vestigations to determine whether or not:

(1) A request for certification con
tains any untrue statement of a mate
rial fact ; or

(2) A certification has been obtained 
through fraud, or through misrepre
sentation or concealment of a material 
fact.

(f) Except as specifically provided by 
the regulations in this chapter, no provi
sion of any regulation shall be construed 
as exempting any certifiable antibiotic 
drug from- any applicable provision of 
the act or any regulation thereunder.
(Sec. 507, 59 Stat. 463 as amended (21 U.S.C. 
357)).

§ 514.55 Forms for certification or ex
emption of antibiotic drugs for ani
mal use subject to section 512 (n) 
of the act.

The following forms which must be 
supplied in connection with certain cer
tification or exemption procedures for 
antibiotic drugs for veterinary use may
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be obtained from the Certification Serv
ices Staff (HFD-145), Food and Drug Ad
ministration, Department of Health, Ed
ucation, and Welfare, 5600 Fishers Lane,' 
Rockville, MD 20852:
Form
1- Application for exemption for storage.
2 Application for exemption for processing.
3 Application for exemption for labeling.
4 Application for exemption for manufac

turing use. '
7 Request for check tests and assays or

certification of a batch o f _________.'____
(the blank to be filled in with the 
name of the antibiotic d rug ). ^

8 Application for exemption for repacking.
9 Request for supplemental certification of

a batch of an antibiotic drug.
1800 Application for exemption for antibi

otics mixed in animal feeds, Form FD- 
1800— Revised must be used when ap
plications for medicated feeds rely for 
evidence of safety and effectiveness on 
a regulation published pursuant to 
section 512(i) of the act.

(Sec. 507, 59 Stat. 463 as amended (21 U.S.C. 
357)).

§ 514.60 Fees for certification of ani
mal drugs subject to section 512(n) 
of the act.

(a) The fees for certification services 
for veterinary drugs are described in the 
applicable provisions of § 431.53 of this 
chapter.

(b) The fees for the services rendered 
with respect to each application for an 
exemption from certification under the 
regulations in § 510.515(b) of this chap
ter, and for each amendmènt thereto, 
shall be :

(1) $10.00 for each medicated feed 
formula containing one or more new- 
drug substances described in an initial 
application.

(2) $10.00 for changes in one or more 
new-drug substances contained in a 
medicated feed formula described in an 
amendment to such application.
The fee prescribed by this paragraph 
shall accompany each application and 
each amendment to such application un
less such fee is covered by an advance 
deposit maintained in accordance with 
§ 431.53(d) of this chapter.
(Sec. 507, 59 Stat. 463 as amended (21 U.S.C. 
357)).

Subpart B— Administrative Actions on 
Applications

§ 514.100 Evaluation and comment on 
applications.

(a) After thè filed application has been 
evaluated, the applicant will be fur
nished written comment on any apparent 
deficiencies in the application.

(b) When the description of the meth
ods used in, and the facilities and con
trols used for, the manufacture, process
ing, and packing of such new animal 
drug appears adequate on its face, but 
it is not feasible to reach a conclusion 
as to the safety and effectiveness of the 
new animal drug solely from considera
tion of this description, the applicant 
may be notified that an establishment 
inspection is required to verify their 
adequacy.

(c) A request for samples of a new 
animal drug or any, edible tissues and 
byproducts of animals treated with such 
a drug, shall specify the quantity deemed 
adequate to permit tests of analytical 
methods to determine their adequacy for 
regulatory purposes. The request should 
be made as early in the 180-day period 
as possible to assure timely completion. 
The date used for computing the 180-day 
limit for the purposes of section 512(c) 
of the act shall be moved forward 1 day 
for each day after the mailing date of 
the request until all of the requested 
samples are received. I f  the samples are 
not received within 90 days after the re
quest, the application will be considered 
withdrawn without prejudice.

(d) The information contained in an 
application may be insufficient to deter
mine whether a new animal drug is safe 
or effective in use if it'fa ils to include 
(among other things) a statement show
ing whether such drug is to be limited 
to prescription sale and exempt under 
section 502(f) of the act from the re
quirement that its labeling bear adequate 
directions for lay use. I f  such drug is 
to be exempt, the information may also 
be insufficient if :

(1) The specimen labeling proposed 
fails to bear adequate information for 
professional use including indications, 
effects, dosages, routes, methods, and 
frequency and duration of administra
tion and any relevant hazards, contra
indications, side effects, and precautions 
under which practitioners licensed by 
law to administer such drug can use the 
drug for the purposes for which it is in
tended, including all purposes for which 
it is to be advertised, or represented, in 
accordance with § 201.105 of this chap
ter, and information concerning hazards, 
contraindications, side effects, and pre
cautions relevant with respect to any 
uses for which such drug is to be pre
scribed.

(2) The application fails to show that 
the labeling and advertising of such drug 
will offer the drug for use only under 
those conditions for which it is offered 
in the labeling that is part of the appli
cation.

(3) The application fails to show that 
all labeling that furnishes or purports to 
furnish information for professional use 
of such drug will contain, in the same 
language and emphasis, the information 
for use including indications, effects, dos
ages, routes, methods, and frequency and 
duration of administration and any rele
vant warnings, hazards, contraindica
tions, side effects, and precautions, which 
is contained in the labeling that is part 
of the application in accordance with 
§ 201.105 of this chapter.

(e) The information contained in an 
application will be considered insufficient 
to determine whether a new animal drug 
is safe and effective for use when there 
is a refusal or failure upon written notice 
to furnish inspectors authorized by the 
Food and Drug Administration an ade
quate opportunity to inspect the facili
ties, controls, and records pertinent to 
the application.

(f )  On the basis o f preliminary 
consideration of an application or supple
mental application containing typewrit
ten or other draft labeling in lieu of final 
printed labeling, an applicant may be 
informed that such application is ap- 
provable when satisfactory final printed 
labeling identical in content to such draft 
copy is submitted.

(g ) When an application has been 
found incomplete on the basis of a need 
for the kind of information described in 
§ 514.6, such application shall be con
sidered withdrawn without prejudice to 
future filing on the date of issuance of 
the letter citing the inadequacies con
tained in the application, unless within 
30 days the sponsor chooses to avail him
self of the opportunity for hearing as 
prescribed by § 514.111.
§ 514.105 Approval of applications.

(a) Within 180 days after an applica
tion has been filed pursuant to § 514.1, 
if  the Commissioner determines that 
none of the grounds for denying ap
proval specified in section 512(d) of the 
act applies:

(1) He shall forward for publication 
in the F e d e r a l  R e g is t e r  a regulation 
prescribing the conditions under which 
the new animal drug may be used, in
cluding the name and address of the ap
plicant; the conditions and indications 
for use covered by the application; any 
tolerance, withdrawal period, or other 
use restrictions; any tolerance required 
for the new animal drug substance or 
its metabolites in edible products of food- 
producing animals; and, if  such new an
imal drug is intended for use in animn.1 
feed, appropriate purposes and condi
tions of use (including special labeling 
requirements) applicable to any animal 
feed; and such other information the 
Commissioner deems necessary to assure 
safe and effective use.

(2) He shall notify the applicant by 
sending him a copy of the proposed pub
lication as described in paragraph (a)
(1) of this section.

(b) Within 90 days after an applica
tion filed pursuant to § 514.2 if the 
Commissioner determines that none of 
the grounds for denying approval speci
fied in section 512 (m) (3) of the act 
applies, he shall notify the applicant that 
it is approvable by signing and mailing 
to the sponsor the original copy of the 
FD-1800.
§ 514.110 Reasons for refusing to file 

applications.
(a) The date of receipt of an applica

tion for a new animal drug shall be the 
date on which the application shall be 
deemed to be filed.

(b) An application for a new animal 
drug shall not be considered acceptable 
for filing for any of the following reasons:

(1) It  does not contain complete and 
accurate English translations of any per
tinent part in a foreign language.

(2) Fewer than three copies are sub
mitted.

(3) It is incomplete on its face in that 
it is not properly organized and indexed.
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(4) On its face the information con
cerning required matter is so inadequate 
that the application is clearly not ap- 
provable.

(5) The new animal drug is to be man
ufactured, prepared, propagated, com
pounded, or processed in whole or in part 
in any State in an establishment that has 
not been registered or exempted from 
registration under the provisions of sec
tion 510 of the act.

(6) The sponsor does not reside or 
maintain a place of business within the 
United States and the application has 
not been countersigned by an attorney, 
agent, or other representative-of the ap
plicant, which representative resides in 
the United-States and has been duly au
thorized to act on behalf of the applicant 
and to receive communications on all 
matters pertaining to the application.

(7) The new animal drug is a drug 
subject to licensing under the animal 
virus, serum, and toxin law of March 4, 
1913 (37 Stat. 832; 21 U.S.C. 151 et seq.). 
Such applications will be referred to the 
U.S. Department of Agriculture for 
action.

(c) I f  an application is determined not 
to be acceptable for filing, the applicant 
shall be notified within 30 days of re
ceipt of the application and shall be.given 
the reasons therefore.

(d) I f  the applicant disputes the find
ings that his application is not acceptable 
for filing, he may make written request 
that the application be filed over protest, 
in which case it will be filed as of the day 
originally received.
§ 514.111 Refusal to approve an appli

cation.
(a) The Commissioner shall, within 

180 days after the filing of the applica
tion, inform the applicant in writing of 
his intention to issue a notice of oppor
tunity for a hearing on a proposal to 
refuse to approve the application, if the 
Commissioner determines^ upon the basis 
of the application, or upon the basis of 
other information before him with re
spect to a new animal drug, that:

(1) The reports of investigations 
required to be submitted pursuant to sec
tion 512(b) of the act do not include ade
quate tests by all methods reasonably 
applicable to show whether or not such 
drug is safe for use under the conditions 
prescribed, recommended, or suggested 
in the proposed labeling thereof; or

(2) The results of such tests show that 
such drug is unsafe for use under such 
conditions or do not show that such drug 
is safe for use under such conditions; or

(3) The methods used in and the fa
cilities and controls used for, the manu
facture, processing, and packing of such 
drugs are inadequate to preserve its 
identity, strength, quality, and purity; or

(4) There is insufficient information to 
determine whether such drug is safe for 
use under such conditions. In making 
this determination the Commissioner 
shall consider, among other relevant 
factors:

(i) The probable consumption of such 
drug and of any substances formed in or 
on food because of the use of such drug;
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(ii) The accumulative effect on man 
or animal of such drug, taking into ac
count any. chemically or pharmacologi
cally related substances;

(iii) Safety factors which, in the opin
ion of experts qualified by scientific 
training and experience to evaluate the 
safety of such drugs, are appropriate for • 
the use of animal experimentation data; 
and

(iv) Whether the conditions of use 
prescribed, recommended, or suggested 
in the proposed labeling are reasonably 
certain to be followed in practice; or

(5) There is a lack of substantial evi
dence based upon adequate and well-con
trolled investigations that the drug will 
have the effect it purports or is repre
sented to have under the conditions of 
use prescribed, recommended, or sug
gested in the proposed labeling thereof. 
An adequate and well-controlled investi
gation must satisfy the following criteria:

(i) A clear statement of the objective 
of the study is provided.

(ii) The method of selection of the 
animals to be studied and those to serve 
as controls provides for:

(a) Adequate confirmation of the dis
ease or clinical state present, including 
criteria of diagnosis and any appropri
ate confirmatory laboratory tests.

(b) Assignment of the animals and 
control groups to test under conditions 
which exclude or minimize bias.

(iii) An outline and explanation of 
the methods of quantitation and ob
servation of the parameters studied in 
the subjects.

(iv) A description of the steps taken 
to document comparability of variables 
such as species, age, sex, duration, and 
severity of disease, management prac
tices, and use of drugs other than those 
being studied.

(v) A description of the methods* of 
recording and analyzing the animal re
sponse variables studied and the means 
of excluding bias or minimizing bias in 
the observations.

(vi) A precise statement of the na
ture of the control group against which 
the effects of the new treatment modality 
can be compared. Three types of con
trolled comparisons are possible:
. (a) Placebo control: The new animal 
drug entity may be compared quantita
tively with an inactive placebo control. 
The level of blinding may affect the 
validity of the observation and compari
sons.

(b ) Active drug control: The new 
animal drug entity may be compared 
quantitatively with another drug or 
modality known to be effective.

(c) Historical control: In some cir
cumstances involving diseases with high 
and predictable mortality or with signs 
and symptoms of predictable duration 
or severity, the results of use of a new 
animal drug entity may be compared 
quantitatively with prior experience his
torically derived from the adequately 
documented natural history of the dis
ease in comparable animals with no 
treatment or with treatment with an 
established effective therapeutic regimen.

(vii) A summary of statistical meth
ods used in analysis of the data derived 
from the subjects.
Provided, however, That any of the 
above criteria in this paragraph (a) (5) 
of this section may be waived in whole 
or in part, either prior to the investiga
tion or in the evaluation of a completed 
study, by the Director of the Bureau of 
Veterinary Medicine with respect to a 
specific clinical investigation. A petition 
for such a waiver may be filed by any 
person who would be adversely affected 
by application of the criteria to a par
ticular clinical investigation. The peti
tion should show that some or all of the 
criteria are not reasonably applicable to 
the investigation and that alternative 
procedures can be or have been followed, 
the results of which will or have yielded 
data that can and should be accepted 
as substantial evidence of the drug’s 
effectiveness. A petition for a waiver 
shall set forth clearly and concisely the 
specific provision or provisions in the cri
teria from which waiver is sought, why 
the criteria are not reasonably appli
cable to the particular clinical investiga
tion, what alternative procedures, if any, 
are to be or have been employed, what 
results have been obtained, and the basis 
on which it can be or has been concluded 
that the clinical investigation will or 
has yielded substantial evidence of ef
fectiveness, notwithstanding noncon
formance with the criteria for which 
waiver is requested.

(viii) Standardized test drug: For such 
an investigation to be considered ade
quate for consideration for approval of 
a new animal drug, the test drug must 
be standardized as to identity, strength, 
quality, purity, and dosage form to give 
significance to the results of the investi
gation.
Uncontrolled studies or partially con
trolled studies are not acceptable as the 
sole basis for the approval of claims of 
effectiveness. Such studies, carefully 
conducted and documented, may provide 
corroborative support of well-controlled 
studies regarding efficacy and may yield 
valuable data regarding safety of the test 
drug. Such studies will be considered on 
their merits in the light of the principles 
listed here, with the exception of the re
quirement for the comparison of the 
treated subjects with controls. Isolated 
case reports, random experience, and re
ports lacking the details which permit 
scientific evaluation will not be con
sidered.

(6) Failure to include an appropriate 
proposed tolerance for residues in edible 
products derived from animals or a with
drawal period or other restrictions for 
use of such drug if any tolerance or with
drawal period or other restrictions for 
use are required in order to assure that 
the edible products derived from animals 
treated with such drug will be safe.

(7) Based on a fair evaluation of all 
material facts, the labeling is false or 
misleading in any particular; or

(8) Such drug induces cancer when 
ingested by man or animal or, after ap
propriate tests for evaluation of the
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safety of such drug, induces cancer in 
man or animal, except that this subpara
graph shall not apply with respect to 
such drug if the Commissioner finds that, 
under the conditions of use specified in 
proposed labeling and reasonably certain 
to be followed in practice:

(i) Such drug will not adversely affect 
the animal for whjch it is intended; and

(ii) No residue of such drug will be 
found (by methods of examination pre
scribed or approved by the Commissioner 
by regulations) in any edible portion of 
such animal after slaughter or in any 
food yielded by, or derived from the liv
ing animals.

(9) The applicant fails to submit an 
environmental impact analysis report 
analyzing the environmental impact of 
the manufacturing process and the ulti
mate use or consumption of the new 
animal drug pursuant to ■§ 6.1 of this 
phapter.

(b) The Commissioner shall within 90 
days after the filing of the application 
inform the applicant in writing of his 
intention to issue a notice of opportunity 
for a hearing on a proposal to refuse to 
approve the application, if the Commis
sioner determines upon the basis of the 
application, or upon the basis of other 
information before him with respect to 
an animal feed bearing or containing a 
new animal drug that:

(1) There is not in effect a regulation 
established pursuant to section 512 (i) of 
the act (identified in such application) 
oh the basis of which such application 
may be approved; or

(2) Such animal feed (including the 
proposed use of any new animal drug 
therein or thereon) does not conform to 
an applicable regulation published pur
suant to section 512 (i) of the act (identi
fied in such application), or that the 
purposes or conditions or indications of 
use prescribed, recommended, or sug
gested in the labeling of such feed do not 
conform to the applicable purposes and 
conditions or indications for use (includ
ing warnings) published pursuant to 
section 512(i) of the act or such labeling 
omits or fails to conform to other appli
cable information published pursuant to 
such section; or

(3) The methods used in and the fa 
cilities and controls used for the manu
facturing, processing, and packaging of 
such animal feed are not adequate to 
preserve the1 identity, strength, quality, 
and purity of the new animal drug 
therein; or

(4) Based on a fair evaluation of all 
the material facts, such labeling is false 
or misleading in any particular.

(c) The Commissioner, as provided in 
§ 514.200 of this chapter, shall expedi
tiously notify the applicant of an oppor
tunity for a hearing on the question of 
whether such application is approvable, 
unless by the 30th day following the date 
of issuance of the letter informing the 
applicant of the intention to issue a 
notice of opportunity for a hearing the 
applicant:

(1) Withdraws the application; or
(2) Waives the opportunity for a 

hearing; or

(3) Agrees with the Commissioner on 
an additional period to precede issuance 
of such notice of hearing.
§ 514.115 Withdrawal of approval of 

applications.
(a) The Secretary may suspend ap

proval of an application approved pur
suant to section 512(c) or (m) (2) of 
the act and give the applicant prompt 
notice of his action and afford the appli
cant the opportunity for an expedited 
hearing on a finding that there is an 
imminent hazard to the health of man 
or of the animals for which such new 
animal drug or animal feed is intended-

(b) The Commissioner shall notify in 
writing the person holding an application 
approved pursuant to section 512(c) or
(m) (2) of the act and afford an oppor
tunity for a hearing on a proposal to 
withdraw approval of such application 
if he finds:

(1) That the application contains any 
untrue statement of a material fact; or

(2) That the applicant has made any 
changes from the standpoint of safety or 
effectiveness beyond the variations pro
vided for in the application unless he 
has supplemented the application by fil
ing with the Secretary adequate informa
tion respecting all such changes and un
less there is in effect an approval of the 
supplemental application, or such 
changes are those for which written au
thorization or approval is not required as 
provided for in § 514.8. The supple
mental application shall be treated in 
the same manner as the original appli
cation.

(3) That in the case of an application 
for use of a new animal drug approved or 
deemed approved pursuant to section 
512(c) of the act:

(i) Experience or scientific data show 
that such drug is unsafe for use under 
the conditions of use upon the basis of 
which the application was approved: or

(ii) New evidence not contained in 
such application or not available to the 
Secretary until after such application 
was approved, or tests by new methods, 
or tests by methods not deemed reason
ably applicable when such application 
was approved, evaluated together with 
the evidence available to the Secretary 
when the application was aoproved. 
shows that such drug is not shown to 
be safe for use under the conditions of 
use upon the basis of which the appli
cation was approved or that section 512
(d )(1 )(H ) of the act applies to such 
drug: or

(iii) On the basis of new informa
tion before him with respect to such 
drug, evaluated together with the evi
dence available to him when the applica
tion was approved, there is a lack of 
substantial evidence that such drug will 
have the effect it purports or is repre
sented to have under the conditions of 
use prescribed, recommended, or sug
gested in the labeling thereof.

(c) The Commissioner may notify in 
writing the person holding an applica
tion approved pursuant to section 512(c) 
or (m) (2) of the act and afford an 
opportunity for a hearing on a proposal

to withdraw approval of such applica
tion if he finds :

(1) That the applicant has failed to 
establish a system for maintaining re
quired records, or has repeatedly or de
liberately failed to maintain such records 
or to make required reports in accord
ance with a regulation or order under 
section 512(1) (1) or (m )(5 )(A ) of the 
act, or the applicant has refused to per
mit access to, or copying, or verification 
of, such records as required by section 
512(1) (2) or (m) (5) (B) of the act; or

(2) That on the basis of new informa
tion before him evaluated together with 
the evidence before him when the ap
plication was approved, thè methods used 
in, or the facilities and controls used for 
the manufacture, processing, and pack
ing of such drug or animal feed are in
adequate to assure and preserve its iden
tity, strength, quality, and purity and 
were not made adequate within a reason
able time after receipt of written notice 
from the Secretary specifying the matter 
complained of; or

(3) That on the basis of new informa
tion before him, evaluated together with 
the evidence before him when the appli
cation was approved, the labeling qf such 
drug or animal feed, based on a fair 
evaluation of all material facts, is false 
or misleading in any particular and was 
not corrected within a reasonable time 
after receipt of written notice from the 
Secretary specifying the matter com
plained of.

(d) Approval of an application pur
suant to section 512(c) or (m) (2) 
of . the act will be withdrawn on the 
basis of a request for its withdrawal 
submitted in writing by a person holding 
an approved new animal drug application 
on the grounds that the drug subject to 
such application is no longer being mar
keted and information is included in sup
port of this finding, provided none of the 
conditions cited in paragraphs (a ), (b), 
and (c) of this section pertain to the 
subject drug. A written request for such 
withdrawal shall be construed as 'a 
waiver of the opportunity for a hearing 
as otherwise provided for in this section. 
Withdrawal of approval of an applica
tion under the provisions of this para
graph shall be without prejudice.

(e) On the basis of the withdrawal of 
approval of an application for a new ani
mal drug approved pursuant to section 
512(c) of the act, the regulation pub
lished pursuant to section 512(i) of the 
act covering the conditions of use of 
such drug as provided for in the appli
cation shall be revoked. An application 
providing for the manufacture of animal 
feeds bearing or containing such drug 
and approved pursuant to section 512 (m)
(2) of the act shall be deemed as with
drawn upon publication in the F e d e r a l  
R e g is t e r  of the order revoking the cor
responding regulation.
§ 514.116 Notice of withdrawal of ap

proval of application.
When an approval of an application 

submitted pursuant to section 512 of the 
act is withdrawn by the Commissioner, he 
will give appropriate public notice of such
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action by publication in the F e d e r a l  
R e g is t e r .
§ 514.120 Revocation of order refusing 

to approve an application or sus
pending or withdrawing approval of 
an application.

The Commissioner, upon his own 
initiative or upon request of an appli
cant stating reasonable grounds therefor 
and if he finds that the facts so require, 
may issue an order approving an appli
cation that previously has had its ap
proval refused, suspended, or withdrawn.
§ 514.121 Service of notices and orders.

All notices and orders under this Sub
chapter E and section 512 of the act 
pertaining to new animal drug applica
tions shall be served:

(a) In person by any officer or em
ployee of the Department designated by 
the Commissioner; or

(b) By mailing the order by certified 
mail addressed to the applicant or 
respondent at his last known address in 
the records of the Food and Drug 
Administration.
§ 514.150 Conditions on the effective

ness of certificates for animal drugs 
subject to section 512 (n) of the act.

(a) A certificate shall not become 
effective:

(1) I f  it is obtained through fraud or 
through misrepresentation or conceal
ment of a material fact;

(2) With respect to any package un
less it complies with the packaging re
quirements, if any, prescribed by the 
regulations in this chapter which were 
in effect on the date of the certificate;

(3) With respect to any package un
less its label and labeling bear all words, 
statements, and other information re
quired by the regulations in this chap
ter ; or

(4) With respect to any package of a 
certifiable antibiotic drug subject to the 
regulations in this chapter, when it is 
included in a packaged combination with 
another drug, unless such other drug 
complies with the requirements of the 
regulations in this chapter.

(b) A certificate shall cease to be 
effective:

(1) With respect to any immediate 
container after the expiration date, if 
any, prescribed by the regulations in this 
chapter;

(2) With respect to any immediate 
container when it or its seal (if the regu
lations in this chapter require it to be 
sealed) is broken, or when its label or 
labeling is altered, mutilated, destroyed, 
obliterated, or removed in whole or in 
part, or ceases to conform to any labeling 
requirement prescribed by the regula
tions in this chapter,.except that:

(i) I f  the drug in such container is re
packed or used as an ingredient in the 
manufacture of another drug, and certi
fication of the batch thus made is re
quested, such certificate shall continue 
to be effective for a reasonable time to 
permit certification or destruction of 
such batch;

(ii) I f  the drug is in a container pack
aged for dispensing and is used in com

pounding a prescription issued by a 
practitioner licensed by law to admin
ister such drug, such certificate shall 
continue to be effective for a reasonable 
time to permit the delivery of the drug 
compounded on such prescription; or

(iii) I f  its label or labeling is removed 
in whole or in part for the purpose of 
relabeling and supplemental certification 
of the relabeled drug is requested, as pro
vided by § 433.12 of this chapter.

(3) With respect to any immediate 
container of penicillin when it is in
cluded in the packaged combination 
penicillin with aluminum hydroxide gel 
or penicillin with a vasoconstrictor, or to 
any immediate container of bacitracin 
when it is included in the packaged com
bination bacitracin with a vasoconstric
tor, except that when certification of the 
batch so included is requested, such cer
tificate shall continue to be effective for 
a reasonable time to permit certification 
of such batch which is part of such com
bination;

(4) With respect to any package when 
the drug therein fails to meet the stand
ards of identity, strength, quality, and 
purity which were in effect on the date of 
the certificate; except that those minor 
changes which occur before the expira
tion date and which are normal and un
avoidable in good storage and distribu
tion practice shall be disregarded.

(5) With respect to any package of a 
certifiable antibiotic drug subject to the 
regulations in this chapter, included in 
a packaged combination with another 
drug, when such other drug fails to meet 
the requirements of the regulations in 
this chapter; or

(6) With respect to any immediate 
container, if such regulations require its 
labeling to bear a caution against dis
pensing otherwise than on prescription, 
at the beginning of the act of dispensing 
or offering to dispense it otherwise than;

(i) By a practitioner licensed by law 
to administer such drug; or

(ii) On his prescription issued in his 
professional practice.
(Sec. 507, 59 Stat. 463 as amended (21 U.S.C. 
357).)

§ 514.155 Suspension of certification 
service for sponsors of animal drugs.

When the Commissioner finds that a 
person has:

(a) Obtained or attempted to obtain a 
certificate through fraud or through mis
representation or concealment of a ma
terial fact; or

(b) Falsified the records required to 
be kept by § 510.350 of this chapter; or

(c) Failed to keep such records or to 
make them available, or to accord full 
opportunity to take an inventory of 
stocks on hand, or otherwise to check the 
correctness of such records as required 
by § 510.350 of this chapter; or

(d) Failed to establish a system for 
maintaining the records required by 
§ 510.300 of this chapter or has re
peatedly or deliberately failed to main
tain such records or to make required 
reports in accordance with the provisions 
of that section, or has refused to permit 
access to, or copying, or verification of

-such records or reports; of

(e) Failed to conform to the require
ments of good manufacturing practice 
prescribed by Subchapter C of this chap
ter; the Commissioner will immediately 
suspend service to such person under the 
regulations in this chapter. Upon re
quest a hearing will be granted to such 
person to show cause why such service 
should be resumed.
(Sec. 507, 59 Stat. 463 as amended (21 TJ.S.C. 
357).)

§ 514.160 Disposition of outdated ani
mal drugs subject to section 512 (n) 
of the act.

When certification becomes invalid be
cause the expiration date is passed, such 
articles should not be disposed of for 
drug use either through commercial or 
charitable channels unless the articles 
have been assayed to establish potency 
and recertified.
(Sec. 507, 59 Stat. 463 as amended (21 U.S.C. 
357).)

Subpart C— Hearing Procedures
§ 514.200 Contents of notice of oppor

tunity for a hearing.
(a) The notice to the applicant of 

opportunity for a hearing on a proposal 
by the Commissioner to refuse to ap
prove an application or to withdraw the 
approval of an application will specify 
the grounds upon which he proposes to 
issue his order. On request of the appli
cant, the Commissioner will explain the 
reasons for his action. The notice of op
portunity for a hearing will be published 
in the F e d e r a l  R e g is t e r  and will specify 
that the applicant has 30 days after is
suance of the notice within which he is 
required to file a written appearance 
electing whether:

(1) To avail himself of the opportunity 
for a hearing; or

(2) Not to avail himself of the oppor
tunity for a hearing.

(b) I f  the applicant elects to avail 
himself of the opportunity for a hearing, 
he is required to file a written appear
ance requesting the hearing within 30 
days after the publication of the notice, 
giving the reason why the application 
should not be refused or should not be 
withdrawn, together with a well- 
organized and full-factual analysis of 
the clinical and other investigational 
data he is prepared to prove in support 
of his opposition to the Commissioner’s 
proposal. A request for a hearing may not 
rest upon mere allegations or denials, but 
must set forth specific facts showing 
there is a genuine and substantial issue 
of fact that requires a hearing. When it 
clearly appears from the data in the ap
plication and from the reasons and a 
factual analysis in the request for the 
hearing that no genuine and substan
tial issue of fact precludes the refusal 
to approve the application or the with
drawal of approval of the application 
(for example, no adequate and well- 
controlled clinical investigations to sup
port the claims of effectiveness have been 
identified), the Commissioner will enter 
an order on this data, stating his find
ings and conclusions. I f  a hearing is re
quested and is justified by the applicant’s 
response to the notice of opportunity for
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a heating, the issues will be defined, an 
Administrative Law Judge will be named, 
and he shall issue a written notice of 
the time and place at which the hearing 
will commence. In the case of denial of 
approval, such time shall be not more 
than 90 days after the expiration of such 
30 days unless the Administrative Law 
Judge and the applicant otherwise agree; 
and, in the case of withdrawal of ap
proval, such time shall be as soQn as 
practicable.

(c) The hearing will be open to the 
public; however, if the Commissioner 
finds that portions of the application 
which serve as a basis for the hearing 
contain information concerning a 
method or process entitled to protection 
as a trade secret, the part of the hearing 
involving such portions will not be pub
lic, unless the respondent so specifies in 
his appearance.
§ 514.201 Failure to file an appearance.

I f  the applicant fails to file a written 
appearance in answer to the notice of 
opportunity for a hearing, his failure 
will be construed as an election not to 
avail himself of the opportunity lo r  the 
hearing, and the Commissioner without 
further notice may enter a final order.
§ 514.202 Appearance of applicant.

I f  the applicant elects to avail him
self of the opportunity for the hearing, 
he may appear in person or by counsel. 
I f  the applicant desires to be heard 
through counsel, the counsel will file 
with the Administrative Law Judge a 
written appearance.
§ 514.203 Administrative Law Judge.

The hearing will be conducted by an 
Administrative Law Judge appointed as 
provided in 5 U.S.C., section 3105, and 
designated for conducting the hearing. 
Any such designation may be made or 
revoked by the Commissioner at any 
time. Hearings will be conducted in an 
informal but orderly manner in accord
ance with these regulations and the 
requirements of the administrative 
procedure provisions of 5 U.S.C. The 
Administrative Law Judge will have the 
power to administer oaths and affirma
tions, to rule upon offers of proof and 
the admissibility of evidence, to receive 
relevant evidence, to examine witnesses, 
to regulate the course of the hearing, to 
hold conferences for the simplification of 
the issues, and to dispose of pro
cedural requests, but will not have the 
power to decide any motion that involves 
final determination of the merits of 
the proceeding.
§ 514.204 Prehearing and other confer

ences.
The Administrative Law Judge, on his 

own motion or on the motion of the ap
plicant or the Food and Drug Adminis
tration, may direct all parties or their 
representatives to appear at a specified 
time and place for a conference to 
consider:

(a) The simplification of the issues.
(b) The possibility of obtaining 

stipulations, admissions of facts, and 
documents.

(c) The limitation of the number of 
expert witnesses.

(d) The scheduling of witnesses to be 
called.

(e) The advance submission of all 
documentary evidence.

(f ) Such other matters as may aid in 
the disposition of the proceeding.
The Administrative Law Judge shall 
make an order: Reciting the action taken 
at the conference, the agreements made 
by the parties or their representatives, 
and the schedule of witnesses for the 
hearing; and limiting the issues for the 
hearing to those not disposed of by ad
missions or agreements. Such order will 
control the subsequent course of the pro
ceeding unless modified for good cause 
by subsequent order. The Administrative 
Law Judge may also direct all parties 
and their representatives to appear at 
conferences at any time during the hear
ing with a view to simplifying, clarifying, 
or shortening the hearing.
§ 514.205 Transcript of testimony.

Testimony given at a hearing shall be 
reported verbatim. All written state
ments, charts, tabulations, and similar 
data offered in evidence at the hearing 
shall be marked for identification and, 
upon a showing satisfactory to the Ad
ministrative Law Judge of their authen
ticity, relevancy, and materiality, shall 
be received in evidence subject to the 
provisions of 5 U.S.C. 556(d). Exhibits 
shall, if practicable, be submitted in 
quintuplicate. In case the required num
ber of copies are not made available, the 
Administrative Law Judge shall exercise 
his discretion as to whether said exhibit 
shall be read in evidence or whether ad
ditional copies shall be required to be 
submitted within a time to be specified 
by the Administrative Law Judge. Where 
the testimony of a witness refers to a 
statute, report, or document, the Admin
istrative Law Judge shall, after inquiry 
relating to the identification of such 
statute, report, or document, determine 
whether the same shall be produced at 
the hearing and physically be made a 
part of the evidence or shall be incor
porated in the record by reference. 
Where relevant and material matter of
fered in evidence is embraced in a report 
or document containing immaterial 
and irrelevant matter, such immaterial 
and irrelevant matter shall be excluded 
and shall be segregated insofar as practi
cable, subjefct to the direction of the Ad
ministrative Law Judge.
§ 514.206 Oral and written arguments.

(a.) Unless the Administrative Law 
Judge shall issue an announcement at 
the hearing authorizing oral argument 
before him, it shall not be permitted.

(b) The Administrative Law Judge 
shall announce at the hearing a reason
able period within which the parties or 
their representatives may file written 
arguments based solely upon the evidence „ 
received at the hearing, citing the pages 
of the transcript of the testimony or of 
properly identified exhibits where such 
evidence occurs.

§ 514.210 Hearing procedure, animal 
drugs.

Hearings held pursuant to § 514.155 
will be conducted in accordance with the 
rules provided in this Part.
(Sec. 507, 59 Stat. 463 as amended (21 
U.S.C. 357).)

Subpart D— Evidence
§ 514.220 Submission of documentary 

evidence in advance.
(a) All documentary evidence to be of

fered at the hearing shall be submitted 
to the Administrative Law Judge and to 
the parties sufficiently in advance of the 
offer of such documentary evidence for 
introduction into the record to’ permit 
study and preparation of cross-examina
tion and rebuttal evidence.

Ob) The Administrative Law Judge 
after consultation with the parties at a 
conference called in accordance with 
§ 514.204 shall make an order specifying 
the time at which documentary evidence 
shall be submitted. He shall also specify 
in his order the time within which ob
jections to the authenticity of such doc
uments must be made to comply with 
paragraph (d) of this section.

(c) Documentary evidence not sub
mitted in advance in accordance with the 
requirements of paragraphs (a) and (b) 
of this section shall not be received in 
evidence in the absence of a clear show
ing that the offering party had good 
cause for his failure to produce the evi
dence sooner.'

(d) The authenticity of all documents 
submitted in advance shall be deemed ad
mitted unless written objection thereto 
is filed with the hearing examiner upon 
notice to the other parties within the 
time specified by the Administrative Law 
Judge in accordance with paragraph (b) 
of this section, except that a party will 
be permitted to challenge such authen
ticity at a later time upon a clear show
ing of good cause for failure to have filed 
such written objection.
§ 514.221 Excerpts from documentary 

evidenced
When only portions of a document are 

to be relied upon, the offering party shall 
prepare the pertinent excerpts, ade
quately identified, and shall supply copies 
of such excerpts, together with a state
ment indicating the purpose for which 
such materials will be offered, to the 
Administrative Law Judge and to the 
other parties. Only the excerpts so pre
pared and submitted shall be received 
in the record; however, the whole of the 
original document shall be made avail
able for examination 'and for use by 

.opposing counsel for purposes of cross- 
examination.
§ 514.222 Submission and receipt of 

evidence.
(a) Each witness, before proceeding to 

testify, shall be sworn or make 
affirmation.

(b) When necessary in order to pre
vent undue prolongation of the hearing, 
the Administrative Law Judge may limit 
the number of times any witness may
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testify, the repetitious examination and 
cross-examination of witnesses, or the 
amount of corroborative or cumulative 
evidence.

(c) The Administrative Law Judge 
shall admit only evidence that is rele
vant, material, and not unduly repeti
tious.

(d) Opinion evidence shall be admitted 
when the Administrative Law Judge is 
satisfied that the witness is properly 
qualified.

(e) I f  any person objects to the ad
mission or rejection of any evidence, or 
other limitation of the scope of any ex
amination or cross-examination, he shall 
state briefly the grounds for such ob
jection, and the transcript shall not in
clude extended argument or debate 
thereon except as ordered by the Admin
istrative Law Judge. A ruling on any such 
objection, together with such offer of 
proof as has been made, shall be a part 
of the transcript.
Subpart E— Findings of Facts and Order
§ 514.230 Tentative order.

The Administrative Law Judge within 
a reasonable time shall prepare tenta
tive findings of fact and a tentative or
der, which shall be served upon the ap
plicant and the Pood and Drug Admin
istration or sent to them by certified 
mail. I f  no exceptions are taken to the 
tentative order within 20 days or such 
other time specified in such order, that 
order shall become final in accordance 
with § 514.232.

§ 514.231 Exceptions to the tentative 
order.

Within 20 days or such other time 
specified in the tentative order, the appli
cant or the Pood and Drug Administra
tion may transmit exceptions to the 
Administrative Law Judge, together with 
any briefs or argument in support 
thereof. I f  exception is taken to any 
tentative findings of fact, reference must 
be made to the pages or parts of the 
record relied upon, and a corrected find
ing of fact must be submitted. The appli
cant, if he files exceptions, shall state in 
writing whether he desires to make an 
oral argument.
§ 514.232 Issuance of final order.

Within a reasonable time after the 
filing of exceptions (if any), or after oral 
argument (if such argument is re
quested), the Commissioner shall issue 
the final order in the proceeding. The 
order will Include the findings of fact 
upon which it is based.

Subpart F— Judicial Review
§ 514.235 Judicial review.

The General Counsel of the Depart
ment of Health, Education, and Welfare 
is hereby designated as the officer upon 
whom copies of petitions for judicial re
view shall be served. Such officer shall be 
responsible for filing in the court a tran
script of proceedings and the record on 
which the final orders were based. The 
transcript and record shall be certified by 
the Commissioner.

PART 520— ORAL DOSAGE FORM NEW 
ANIMAL DRUGS NOT SUBJECT TO 
CERTIFICATION

Sec.
520.23
520.44

520.62

520.82

520.82a
520.82b

520.100
520.100a
520.100b
520.120
520.182

520.222
520.240
520.260
520.300
520.420
520.443
520.500
520.540
520.540a
520.540b
520.580

520.600
520.620
520.622

520.622a

520.622b
520.680
520.680a
520.680b
520.704

Acepromazine maleate tablets. 
Acetazolamide sodium soluble 

powder.
Aminopentamide hydrogen sul

phate tablets.
Aminopropazine fumarate oral 

dosage forms.
Aminopropazine fumarate tablets. 
Aminopropazine fumarate, neomy

cin sulfate tablets.
Amprolium oral dosage forms. 
Amprolium drinking water. 
Amprolium drench.
Anthelin tablets.
Bicyclohexylammonium fumagil- 

lin.
Bunamidine hydrochloride. 
Butonate liquid. 
n-Butyl chloride capsules. 
Cambendazole suspension. 
Chlorothiazide tablets. 
Chlorpromazine hydrochloride. 
Coumaphos crumbles. 
Dexamethasone oral dosage forms 
Dexamethasone powder. 
Dexamethasone bolus. 
Dlchlorophene and toluene cap

sules.
Dichlorvos.
Diethylcarbamazine. 
Diethylcarbamazine citrate oral 

dosage forms.
Diethylcarbamazine citrate tab

lets.
Diethylcarbamazine citrate syrup. 
Dimetridazole oral dosage forms. 
Dimetridazole drinking water. 
Dimetridazole tablets. 
Diphenylhydantoin sodium cap

sules.
520.763 Dithiazanlne iodide oral dosage 

forms.
520.763a Dithiazanlne iodide tablets.
520.763b Dithiazanlne iodide powder.
520.784 Doxylamine succinate tablets.
520.823 Erythromcyin phosphate.
520.863 Ethylisobutrazine hydrochloride 

tablets.
520.1100 Griseofulvin.
520.1120 Haloxon oral dosage forms.
520.1120a Haloxon drench.
520.1120b Haloxon boluses !
520.1162 ffpronldazole hydrochloride sol

uble powder.
520.1204 Konamycin sulfate, amino-pen- 

tamlde hydrogen sulfate, 
pectin, bismuth subcarbonate, 
activated attapulgite oral.

520.1242 Levamisole hydrochloride oral 
dosage forms.

520.1242a Levamisole hydrochloride drench 
and drinking water.

520.1242b Levamisole hydrochloride tablet 
or oblet (bolus).

520.1263 Lincomycin hydrochloride mono
hydrate oral dosage forms.

520.1263a Lincomycin hydrochloride mono
hydrate tablets.

520.1263b Lincomycin hydrochloride mono
hydrate and spectinomycin sul
fate tetrahydrate soluble pow
der.

520.1284 Sodium liothyronine tablets. 
520.1320 Mebendazole oral.
520.1341 Megestrol acetate tablets.
520.1362 Meglumine diatrizoate and sodium 

diatrizoate oral solution. 
520.1380 Methocarbamol tablets,
520.1422 Metoserpate hydrochloride. 
520.1520 Niclosamide tablets.
520.1540 Nitrodan.
520.1660 Oxytetracycliqe.

Sec.
520.1660a Oxytetracycline and carbomycin in 

combination.
520.1660b Oxytetracycline hydrochloride cap

sules.
520.1720 Phenylbutazone oral dosage forms. 
520.1720a Phenylbutazone tablets and bolu

ses.
520.1720b Phenylbutazone granules.'
520.1760 Phthalofyne tablets.
520.1780 Piperacetazine tablets.
520.1801 Piperazine adipate.
520.1802 Piperazine-carbon disulfide com

plex with phenothiazine.
520.1803 Piperazine citrate capsules. 
520.1840 Poloxalene.
520.1900  ̂ Primidone tablets.
520.192CT Prochlorperazine, isopropamide 

sustained release capsules. 
520.1962 Promazine hydrochloride.
520.2002 Propiopromazine hydrochloride. 
520.2022 Protokylol hydrochloride tablets. 
520.2043 Pyrantel pamoate suspension. 

-520.2045 Pyrantel tartrate powder; pyrantel 
tartrate pellets.

520.2080 Ronnel.
520.2100 Selenium, vitamin E capsules.
520.2122 Spectinomycin dihydrochloride

oral solution.
520.2123 Spectinomycin dihydrochloride

pentahydrate oral dosage forms. 
520.2123a Spectinomycin dihydrochloride 

pentahydrate tablets.
520.2123b Spectinomycin dihydrochloride 

pentahydrate soluble powder. 
520.2160 Styrylpyridinium, diethyloarbama- 

zine tablets.
520.2162 Styrlpyridinium chloride, diethyl

carbamazine (as base).
520.2184 Sodium sulfachloropyrazine mono

hydrate.
520.2200 Sulfachlorpyridazine oral dosage 

forms.
520.2200a Sulfachlorpyridazine, bolus. 
520.2200b Sulfachlorpyridazine medicated 

milk and drinking water. 
520.2220 Sulfadimethoxine oral dosage 

forms.
520,2220a Sulfadimethoxine drinking water 

and drench.
520.2220bSulfadimethoxine tablets and 

boluses.
520.2220c Sulfadimethoxine oral suspen

sion,
520.2240 Sulfaethoxypyridazine.
520.2240a Sulfaethoxypyridazine drinking 

water.
520.2240b Sulfaethoxyoyridazine tablets. 
520.2260 Sulfamethazine tablets and bolus. 
520.2280 Sulfamethizole and methenamine 

man delate tablets.
520.2300 Sulfamethoxypyridazine tablets.
520.2301 Acetyl sulfamethoxypridazine oral

suspension.
520.2320 Sulfanltran and aklomide in com

bination.
520.2362 Thenium closylate tablets.
520.2380 Thiabendazole oral dosage forms. 
520.2380a Thiabendazole top dressing and 

mineral protein feed block. 
520.2380b Thiabendazole drench or oral 

paste.
520.2380c Thiabendazole bolus.
520.2380d Thiabendazole, piperazine citrate 

suspension.
520.2460 Ticarbodine oral dosage forms. 
520.2460a Ticarbodine tablets.
520.2460b Ticarbodine capsules.
520.2480 Triamcinolone tablets.
520.2481 Triamcinolone acetonide tablets. 
520.2520 Trichlorfon oral dosage forms. 
520.2520a Trichlorfon oral.
520.2520b Trichlorfon and atropine.
520.2560 Trifluomeprazine tablets.
520.2582 Triflupromazine hydrochloride 

tablets.
520.2604 Trimeprazine tartrate and prednis

olone tablets.
520.2640 Tylosin.
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A u t h o r it y : Sec. 512(i), 82 Stat. 347 (21 
U.S.C. 360b (1)).

§ 520.23 Acepromazine maleate tablets.
(a) Chemical name. CIO- [3-(Dimethyl- 

amino) propyl] phenothiazin-2-yl- 
methyl ketone] maleate.

(b) Specifications. Each tablet con
tains either 10 or 25 milligrams of ace
promazine maleate.

(c) Sponsor. See No. 000046 in 
§ 510.600(c) of this chapter.

(d) Conditions of use. (1) The drug is 
used as a tranquilizer in dogs and cats.

(2) The drug is administered orally to 
dogs at a dosage level of 0.25 to 1.0 milli
gram of acepromazine maleate per 
pound of body weight and to cats at a 
dosage level of 0.5 to 1.0 milligram of 
acepromazine maleate per pound of body 
weight. Dosage may be repeated as re
quired.

(3) Federal law restricts this drug to 
use by or on the order of a licensed vet
erinarian.
§ 520.44 Acetazolamide sodium soluble 

powder.
(a) Specifications. The drug is in a 

powder form containing acetazolamide 
sodium, USP equivalent to 25 percent 
acetazolamide activity.

(b) Sponsor. See No.; 010042 in § 510.- 
600(c) of this chapter.

-(c) Conditions of use. (1) It  is used 
in dogs as an aid in the treatment of mild 
congestive heart failure and for rapid 
reduction of intraocular pressure.

(2) It is administered orally at a dos
age level of 5 to 15 milligrams per pound 
of body weight daily.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 520.62 ’ Aminopentamide hydrogen sul

phate tablets.
(a) Chemical name. 4- (Dimethyla- 

mino)-2,2-diphenylvaleramide hydrogen 
sulfate.

(b ) Specifications. Each tablet con
tains 0.2 milligram of the drug.

(c) Sponsor. See No. 000015 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) It  is in
tended for use in dogs and cats only for 
the treatment of vomiting and/or diar
rhea, nausea, acute abdominal visceral 
spasm, pylorospasm, or hypertrophic 
gastritis.

Note: Not for use to animals with glau
coma because of the occurrence of mydriasis.

(2) Dosage is administered by oral 
tablet every 8 to 12 hours, as follows:

Dosage in
Weight of animal in pounds : milligrams

Up to 1 0 _______________________ - _____  0.1
1 1  to 2 0  — — _________________________ — 0 .2
21 to 5 0 ______   0.3
51 to 100--------------------------------------------- 0.4
Over 100________________________________ 0.5

Dosage may be gradually increased up to 
a maximum of five times the suggested 
dosage. Oral administration of tablets 
may be preceded by subcutaneous or in
tramuscular use of the injectable form 
of the drug.

(3) For use only by or on the order of 
a licensed veterinarian.

§ 520.82 Aminopropazine fumarate oral 
dosage forms. ^

§ 520.82a Aminopropazine fumarate 
tablets.

(a ) Specifications. The drug is in tab
let form. Each tablet contains aminopro
pazine fumarate equivalent to 25 milli
grams of aminopropazine base.

(b) Sponsor. See No. 017220 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used in dogs and cats for reducing ex
cessive smooth muscle contractions, such 
as occur in urethral spasms associated 
with urolithiasis.

(2) It  is administered at a dosage level 
of 1 to 2 milligrams per pound of body 
weight. The dosage can be repeated every 
12 hours, as indicated.

(3) Not for use in animals intended 
for food purposes.

($) For use only by or on the order of 
a licensed veterinarian.
§ 520.82b Aminopropazine fumarate, 

neomycin sulfate tablets.
(a) Specifications. The drug is in tab

let form. Each tablet contains both ami
nopropazine fumarate equivalent to 25 
milligrams of aminopropazine base and 
neomycin sulfate equivalent to 50 milli
grams of neomycin base.

(b) Sponsor. See No. 017220 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used in dogs to control bacterial diar
rhea caused by organisms susceptible to 
neomycin and to reduce smooth muscle 
contractions.

(2) It  is administered at a dosage 
level of one to two tablets per 10 pounds 
of body weight twice daily for 3 days.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§520.100 Amprolium oral dosage 

forms.
§ 520.100a Amprolium drinking water.

(a) Chemical name. 1-(4-Amino-2-n- 
propyl -5- pyrimidinylmethyl) -2- pi- 
colinium chloride hydrochloride.

(b) Sponsor. See No. 000006 in § 510.600 
v (e> of this chapter.

(c) Related tolerances. See § 556.50 of 
this chapter.

(d) Conditions of use. It  is used in 
drinking water as follows:

(1) Chickens and turkeys— (i) 
Amount. 20 percent soluble powder.

(ii) Indications for use. Treatment of 
eoccidiosis.

(ii i )  - Limitations. Administer at the 
0.012 percent level in drinking water as 
soon as eoccidiosis is diagnosed and con
tinue for from 3 to 5 days (in severe out
breaks, give amprolium at the 0.024 per
cent level); continue with 0.006 percent 
amprolium-medicated water for an addi
tional 1 to 2 weeks; no other source of 
drinking water should be available to the 
birds during this time; as sole source of 
amprolium.

(2) Calves— (i) Amount. 9.6 percent 
solution or 20 percent soluble powder.

(a) Indications for use. As an aid in 
the treatment of eoccidiosis -caused by 
Eimerid bovis andfE. zurnii.

(b) Limitations. Add 16 fluid ounces of 
the 9.6 percent solution to each 100 gal
lons of drinking water; or 4 ounces of 
the soluble powder to each 50 gallons of 
drinking water; at the usual rate of wa
ter consumption, this will provide an in
take of approximately 10 milligrams per 
kilogram (2.2 pouhds) of body weight; 
offer this solution as the only source of 
water for 5 days; for a satisfactory diag
nosis, a microscopic examination of the 
feces should be done by a veterinarian 
or diagnostic laboratory before treat
ment; when treating outbreaks, the drug 
should be administered promptly after 
diagnosis is determined; withdraw 24 
hours before slaughter.

(ii) Amount. 9.6 percent solution or 
20 percent soluble powder.

(a) Indications for use. As an aid in 
the prevention of eoccidiosis caused by 
Eimeria bovis and E. zurnii.

(b) Limitations. Add 8 fluid ounces 
of the 9.6 percent solution or 4 ounces of 
the 20 percent soluble powder to each 100 
gallons of drinking water; at the usual 
rate of water consumption, this will pro
vide an intake of approximately 5 milli
grams per kilogram (2.2 pounds) of body 
weight; offer this solution as the only 
source of water for 21 days during pe
riods of exposure or when experience in
dicates that eoccidiosis is likely to be a 
hazard; withdraw 24 hours before 
slaughter.
§ 520.100b Amprolium drench.

(a) Chemical name. l-(4-Amino-2-n- 
propyl -5- pyrimidinylmethyl) -2- pi- 
colinium chloride hydrochloride.

(b) Sponsor. See No. 000006 in § 510.- 
600(c) of this chapter.

(c) Related tolerances. See § 556.50 of 
this chapter.

(d) Conditions of use. It is used for 
calves as follows:

(1) Amount. 9.6 percent solution or 20 
percent soluble powder.

(1) Indications for use. As an aid in 
the treatment of eoccidiosis caused by 
Eimeria bovis and E. zurnii.

(ii) Limitations. Add 3 fluid ounces of 
the 9.6 percent solution to 1 pint of water 
or 3 ounces of the 20 percent soluble 
powder to each quart of water and with 
a dose syringe administer 1 fluid ounce 
oij this solution for each 100 pounds of 
body weight; this will provide a dose of 
approximately 10 milligrams per kilo
gram (2.2 pounds) of body weight; ad
minister daily for 5 days; for a satis
factory diagnosis, a microscopic ex
amination of the feces should be done 
by a veterinarian or diagnostic labora
tory before treatment; when treating 
outbreaks, the drug should be adminis
tered promptly after diagnosis is deter
mined ; withdraw 24 hours before 
slaughter.

(2) Amount. 9.6 percent solution or 
20 percent soluble powder.

(i) Indications for use. As an aid in 
the prevention of eoccidiosis caused by 
Eimeria bovis and E. zurnii.

(ii) Limitations. Add Vfc fluid ounces 
of the 9.6 percent solution to 1 pint of 
water or 1 y2 ounces o f the 20 percent 
soluble powder to each quart of water 
and with a dose syringe administer 1
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fluid ounce of this solution for each 100 
pounds of body weight; this will provide 
a dose of approximately 5 milligrams per 
kilogram (2.2 pounds) of body weight; 
administer daily for 21 days during 
periods of exposure or when experience 
indicates that coccidiosis is likely to be 
a hazard; withdraw' 24 hours before 
slaughter.
§ 520.120 Anthelin tablets.

(a) Specifications. Anthelin tablets 
contain anthelin as the active ingredient.

(b) Sponsor. See No. 017220 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used for the removal of tapeworms 
( Taenia and Dipylidium spp.) from dogs.

(2) ' The tablets are administered 
orally to dogs at a dosage level pf 4.7 
milligrams of anthelin per pound of body 
weight up to a maximum dosage of 211.5 
milligrams of anthelin for dogs 45 
pounds or over. Only milk is fed 24 hours 
prior to treatment.. The dosage is re
peated in one week if indicated.

(3) Do not administer to sick, fever
ish, weak or undernourished dogs. De
pression, nausea, vomiting and colic are 
signs of overdosage. I f  vomiting is a 
problem, a light -feeding within 1 hour 
after administering the drug is recom
mended. I f  no catharsis occurs within 
3 hours an enema will facilitate passage 
of large masses of tapeworms. Dogs may 
be fed their normal ration 4 to 8 hours 
after medication.
§ 520.182 Bicyclohexylammonium fu- 

magillin.
(a) Specifications. The drug is a soluble 

powder containing bicyclohexylammo
nium fumagillin and appropriate phos
phate buffers.

(b) Sponsor. See No. 043731 in £ 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used for the prevention of nosema in 
honey bees.

(2) It  is administered usually in a 2:1 
sugar sirup containing a concentration 
of from 75 to 100 milligrams of fumagil
lin activity per gallon of sugar sirup.

(3) Colonies used for package produc
tion should be fed medicated sirup as a 
principal food supply for a month prior 
to stocking nuclei or shaking packages 
for market.

(4) The medicated sirup should not be 
fed immediately before or during the 
honey flow.
§ 520.222 Bunamidine hydrochloride.

(a) Chemical name. N,N-Dibutyl-4- 
(hexyloxy) -1-naphthamidine hydrochlo
ride.

(b) Specifications. The drug is an oral 
tablet containing bunamidine hydro
chloride.

(c) Sponsor. See No. 011492 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The drug is 
intended for oral administration to dogs 
for the treatment of the tapew orm s 
Dipylidium caninum and Taenia pisi- 
formis and to cats for the treatment of 
the tapeworms Dipylidium caninum and 
Taenia taeniaeformis.
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(2) It is administered to cats and dogs 
at the rate of 25 to 50 milligrams per 
kilogram of body weight. The drug should 
be given on an empty stomach and food 
should not be given for 3 hours following 
treatment.

(3) Tablets should not be crushed, 
mixed with food, or dissolved in liquid. 
Repeat treatments should not be given 
within 14 days. The drug should not be 
given to male dogs within 28 days prior 
to their use for breeding. Do not admin
ister to dogs or cats having known heart 
conditions.

(4) For use only by or on the order 
of a licensed veterinarian.
§ 520.240 Butonate liquid.

(a) Chemical name. 0,0-Dimethyl 
(2,2,2-trichloro-1 -n-butyryl oxyethyl) 
phosphonate.

(b) Specifications. Butonate liquid 
Veterinary contains 13 percent butonate 
by weight in a suitable base.

(c) Sponsor. See No. 011536 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) It  is used 
in horses other than foals (sucklings 
and young weanlings) for the removal 
and control of bots (Gastrophilus in- 
testinalis, G. nasalis) and ascarids 
(Parascaris equofum).
-  (2) It is administered by a stomach 
tube at a dosage level of 1 fluid ounce 
per 200 pounds of body weight. The 
dose is emulsified in a convenient amount 
of water (V2 to 2 pints) at the time of 
treatment before administration.

(3) The drug should not be given to 
horses which are severely debilitated, suf
fering from diarrhea or severe constipa
tion, infectious disease, toxemia or colic 
until such conditions are corrected with 
proper therapy.

(4) This drug is a cholinesterase in
hibitor. Do not use this drug in anim als 
simultaneously or within a few days 
before or after treatment with or ex
posure to cholinesterase-inhibiting drugs, 
pesticides or chemicals.

(5) Not for use in horses intended for 
food.

(6) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.260 n-Butyl chloride caspules.

(a) (1) Specifications. n-Butyl chlo
ride capsules, veterinary contain 272 
milligrams or 816 milligrams of n-butyl 
chloride in each capsule.

(2) Sponsor. See No. 000031 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It is used for 
the removal of ascarids (Toxocara canis 
and Toxascaris leonina) and hookworms 
(.Ancylostoma caninum, Ancylostoma 
braziliense, and TJncinaria stenocephala) 
from dogs and of the ascarid (Toxocara 
cati) and hookworm (Ancylostoma tu- 
baeforme) from cats.

(ii) (a) Animals should not be fed for 
18 to 24 hours before being given the 
drug. Puppies and kittens should be 
wormed at 6 weeks of age. However, if 
heavily infested, they may be wormed 
at 4 or 5 weeks of age. Administration of 
the drug should be followed in y2 to 1

hour with a teaspoonful to a tablespoon
ful of milk of magnesia or 1 or 2 milk of 
magnesia tablets. Normal rations may be 
resumed 4 to 8 hours after treatment. 
Puppies and kittens should be given a 
repeat treatment in a week or 10 days. 
After that they should be treated every
2 months (or as symptoms reappear) 
until a year old. When the puppy or 
kitten is a year old, one treatment every
3 to 6 months is sufficient.

(b) For dogs or cats that have been 
wormed regularly, treatment every 3 to 6 
months will be sufficient. I f  a dog or cat 
has not been wormed previously and has 
the symptoms of large roundworms a 
dose should be given and repeated in 10 
days. Removal of hookworms may re
quire 3 or 4 doses at 10-day intervals.

(c )  , Puppies, dogs, cats, or kittens 
weighing 1 to 3 pounds should be given 2 
capsules per dose which contain 272 
milligrams of n-butyl chloride each. 
Such animals weighing 4 to 5 pounds 
should be given 3 such capsules. Animals 
weighing 6 to 7 pounds should be given 4 
such capsules and animals weighing 8 to 
9 pounds should be given 5 such capsules. 
Animals weighing 10 to 20 pounds should 
be given 3 capsules which contain 816 
milligrams of n-butyl chloride each, ani
mals weighing 20 to 40 pounds should be 
given 4 such capsules and animals weigh
ing over 40 pounds should be given 5 such 
capsules with the maximum dosage being 
5 capsules, each of which contains 816 
milligrams of n-butyl chloride.

(iii) A veterinarian should be con
sulted before using in severely debilitated 
dogs or cats and also prior to repeated 
use in cases which present signs of per
sistent parasitism.

(b )(1 ) Specifications. n-Butyl chlo
ride capsules, veterinary contain 221, 442, 
884, or 1,768 milligrams or 4.42 grams of 
n-butyl chloride in each capsule.

(2) Sponsor. See No. 015563 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It is used for 
the removal of ascarids (Toxocara canis 
and Toxascaris leonina) and hookworms 
(Ancylostoma caninum, Ancylostoma 
braziliense, and TJndnaria stenocephala) 
from dogs.

(ii) (a) Dogs should not be fed for 18 
to- 24 hours before being given the drug. 
Administration of the drug should be fol
lowed in y2 to 1 hour with a mild cathar
tic. Normal rations may be resumed 4 to 
8 hours after treament.

(b) The drug is administered orally 
to dogs. Capsules containing 221 milli
grams of n-butyl chloride are adminis
tered to dogs weighing under 5 pounds at 
a dosage level of 1 capsule per 1 % pound 
of body weight. Capsules containing 442 
milligrams of n-butyl chloride are ad
ministered to dogs weighing under 5 
pounds at a dosage level of 1 capsule per 
2 y2 pounds body weight. Capsules con
taining 884 milligranjs of n-butyl 
chloride are administered to dogs as fol
lows: Weighing under 5 pounds, 1 cap
sule.; weighing 5 to 10 pounds, 2 capsules; 
weighing 10 to 20 pounds, 3 capsules; 
weighing 20 to 40 pounds, 4 capsules; over 
40 pounds, 5 capsules. Capsules contain
ing 1,768 milligrams of n-butyl chloride
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are administered at a dosage level of 1 
capsule per dog weighing 5 to 10 pounds. 
Capsules containing 4.42 grams of 71- 
butyl chloride are administered at a 

• dosage level of 1 capsule per dog weigh
ing 40 pounds or over.

(iii) A veterinarian should be con
sulted before using in severly debilitated 
dogs.

(c )(1 ) Specifications. ?i-Butyl chlo
ride capsules, veterinary contain 884 or 
1,7611 milligrams or 4.42 grams of 7i-butyl 
chloride in each capsule.

(2) Sponsor. See No. 000115 in 
§ 510.600(c) of this chapter.
' (3) Conditions of use. (i) It is used 
for the removal of ascarids (Toxocara 
canis and Toxascaris leonina) and hook
worms (Ancyclostoma caninum, Ancy- 
clostoma braziliense, and Uncinaria sten- 
ocephala) from dogs.

(ii) (a) Dogs should not be fed for 18 
to 24 hours before being given he drug. 
Administration of the drug should be 
followed in y2 ot 1 hour with a mild ca
thartic. Normal rations may be resumed
4 to 8 hours after treatment.

(b) The drug is administered orally 
to dogs. Capsules containing "884 milli
grams of n-butyl chloride are adminis
tered to dogs as follows: weighing under
5 pounds, 1 capsule; weighing 5-10 
pounds, 2 capsules; weighing 10-20 
pounds, 3 capsules; weighing 20-40 
pounds, 4 capsules; over 40 pounds, 5 
capsules. Capsules containing 1,768 milli
grams of w-butyl chloride are adminis
tered at a dosage level of 1 capsule per 
dogs to dogs weighing 5-10 pounds and 2 
capsules per dog to dogs weighing 20-40 
pounds. Capsules containing 4.42 grams 
of -butyl chloride are administsered at 
dosage level of 1 capsule per dog to dogs 
weighing 40 pounds or over.

(iii) A veterinarian should be con
sulted before using in severely debilitated 
dogs.
§ 520.300 Cambendazole suspension.

(a) Specifications. Each fluid ounce 
contains 0.9 gram of cambendazole.

(b) Sponsor. No. 000006 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It is used in 
horses for the control of large strongyles 
(Strongylus vulgaris, S. edentatus, S. 
equinus) ;  small strongyles (Tricho- 
nema, Poteriostomum, Cylicdbrachytus, 
Craterostomum, Oesophagodontus ) ;  
roundworms (Parascaris) ;  pinworms 
(Oxyuris) ;  and threadworms (Strongyl- 
oides).

(2) It is administered by stomach 
tube or as a drench at a dose of 0.9 
gram of cambendazole per 100 pounds of 
body weight (20 milligrams per kilo
gram) .

(3) For animals maintained on prem
ises where reinfection is likely to occur, 
re-treatments may be necessary. For 
most effective results, re-treat in 6 to 
8 weeks.

(4) Not for use in horses intended for 
food.

(5) Caution: Do not administer to 
pregnant mares or to stallions at stud.

(6) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.420 Chlorothiazide tablets.

(a) Specifications. Each tablet con
tains 0.25 gram of chlorothiazide.

(b) Sponsor. See No. 000006 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It is intend
ed for use in dogs for the treatment of 
congestive heart failure and renal edema.

(2) The Usual dosage range is 5 to 10 
milligrams of chlorothiazide per pound 
of body weight; a dose is administered 
two or three times each day. The dosage 
must be adjusted to meet the changing 
needs of the individual animal. In mild 
and responsive cases, it is suggested that 
a dose of 5 milligrams per pound of body 
weight be administered two or three 
times daily. In moderately edematous 
and moderately responsive animals, a 
dose of 7.5 to 10 milligrams per- pound 
of body weight may be administered 
three times each day. Severe conditions 
may require higher doses. Certain ani
mals may respond adequately to inter
mittent therapy; in these cases, the drug 
may be administered either every other 
day or for 3 to 5 days each week.

(3) For use only by or on the order 
of a licensed veterinarian.
§ 520.443 Chloropromazine hydrochlo

ride.
(a) Specifications. The drug is in tab

let form with the tablets containing 
chlorpromazine hydrochloride as the ac
tive drug ingredient.

(b) Sponsor. See No. 011716 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
administered orally to dogs and cats as a 
tranquilizer, potentiator, and antiemetic 
with a sedating effect.

(2) It  is administered orally to dogs 
and cats at a dosage level of one tablet 
containing 10 milligrams of chlorproma
zine hydrochloride per 7 pounds body 
weight or at a dosage level of one tablet 
containing 25 milligrams of chlorproma
zine hydrochloride per 17 pounds body 
weight. It  is administered one to four 
times daily depending upon the size of 
the dose and the needs of the patient.

(3) It is not to be used in conjunction 
with organophosphates and/or procaine 
hydrochloride since phenothiazines may 
potentiate the toxicity of organophos
phates and the activity of procaine 
hydrochloride.

(4) Federal law restricts this drug to 
use by or on the order of a licensed vet
erinarian.
§ 520.500 Coumaphos crumbles.

(a) Chemical name. O,0-Diethyl O- 
3-chloro-4-methyl-2-oxo-2H-l-benzopy- 
ran-7-yl-phosphorothioate.

(b) Specifications. Coumaphos Crum
bles contain 0.32 percent coumaphos.

(c) Sponsor. See No. 000859 in § 510.- 
600(c) of this chapter.

(d) Special considerations. Adequate 
directions and warnings for use must be 
given and shall include a statement that

coumaphos is a cholinesterase inhibitor 
and that animals being treated with 
coumaphos should not bé exposed during 
or within a few days before or after 
treatment with any other cholinesterase 
inhibiting drugs, insecticides, pesticides, 
or chemicals.

(e) Related tolerances. See 40 CFR 
180.189.

(f )  Conditions of use. It  is used as a 
top dressing on the daily feed ration of 
cattle for the control of gastrointestinal 
roundworms (Haemonchus spp., Oster- 
tagia spp., Cooperia spp., Nematodirus- 
spp.. and Trichostrongylus spp.). It  is 
administered at the rate of 1 ounce of 
coumaphos crumbles per 10(1 pounds of 
body weight per day for six consecutive 
days. Should conditions warrant, treat
ment should be repeated at 30 day in
tervals. Not to be fed to cattle less than 
3 months old. Not to be fed to sick ani
mals or animals under stress such as 
those just shipped, dehorned, castrated, 
or weaned within the previous 3 weeks. 
Not to be used in conjunction with oral 
drenches or with feeds containing 
phenothiazine.
§ 520.540 Dexamethasone oral dosage 

forms.
§ 540.540a Dexamethasone powder.

(a) Specifications. Dexamethasone 
powder is packaged in packets contain
ing 10 milligrams of dexamethasone.

(b) Sponsor. See No. 000085 in § 510.- 
600(c) of this chapter.

(c) Conditions of use...(1) Dexametha
sone powder is indicated in cases 
where cattle and horses require ad
ditional steroid therapy following its 
parenteral administration. The drug is 
used as supportive therapy for manage
ment or inflammatory conditions such as 
acute arthritic lameness, and for various 
stress conditions where corticosteroids 
are required while the animal is being 
treated for a specific condition.

(2) The drug is administered at a 
dosage level of 5 to 10 milligrams per 
animal the first day then 5 milligrams 
per day as required by drench or by 
sprinkling on a small amount of feed.

(3) Clinical and experimental data 
have demonstrated that corticosteroids 
administered orally or parenterally to 
animals may induce the first stage of 
parturition when administered during 
the last trimester of pregnancy and may 
precipitate premature parturition fol
lowed by dystocia, fetal death, retained 
placenta, and metritis.

<4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.540b Dexamethasone bolus.

(a) Specifications. Dexamethasone 
bolus contains 10 milligrams of dexa
methasone in each bolus which is half- 
scored.

(b) Sponsor. See No. 000085 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) Dexametha
sone bolus, is indicated in cases 
where cattle and horses require ad
ditional steroid therapy following its
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parenteral administration. The drug may 
•foe used as supportive therapy for man
agement of inflammatory conditions 
such as acute arthritic lamenesses, and 
for various stress conditions where corti
costeroids are required while the animal 
is being treated for-a specific condition.

(2) The drug is administered orally at 
a dosage level of 5 to 10 milligrams per 
animal the first day, then 5 milligrams 
per day as required.

(3) Clinical and experimental data 
have demonstrated that corticosteroids 
administered orally or by injection to 
animals may induce the first /Stage of 
parturition when administered during 
the last trimester of pregnancy and may 
precipitate premature parturition fol
lowed by dystocia, fetal death, retained 
placenta, and metritis.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.580 Diclilorophene and toluene 

capsules.
(a) Chemical name. 2,2'-Methylenebis 

(4-chlorophenol) and toluene.
(b) Specifications. (1) Dichlorophene 

has a melting point range of 169° C. to 
178° C. It  has a minimum assay of 94 
percent as determined by titration with 
a standard solution of 0.1N sodium 
methoxide using thymol blue to deter
mine the visual end point.

(2) The toluene meets the U.S.P. re
quirements for toluene reagent and 
passes the thiophene test for benzene, 
which is found in the seventeenth re
vision of the U.SP.

(c) Sponsor. See Nos. 011519, 000010, 
and 011536 in § 510.600(c) of this 
chapter.

(d) Conditions of use. It is used for 
the removal of ascarids (Toxocara canis 
and Toxascaris leonina) and hookworms 
(Ancylostoma caninum and Uncinaria 
stenocephala) and as an aid in the re
moval of tapeworms (Taenia pisiformis, 
Dipylidium caninum and Echinococcus 
granulosus) from dogs and cats in suit
able capsules which provide a dosage 
level of 100 milligrams of dichlorophene 
per pound of body weight and 120 milli
grams of toluene per pound of body 
weight. Solid foods and milk should be 
withheld for at least 12 hours prior to 
administration of the drug and for 4 
hours afterwards.
§ 520.600 Dichlorvos.

(a) Chemical name. 2,2-Dichlorviriyl 
dimethyl phosphate.

(b) [Reserved]
(c) Sponsor. See No. 011461 in § 510.- 

600(c) of this chapter.
(d) Related tolerances. See § 556.180 

of this chapter.
(e) Conditions of use in swine. (1) It  is 

recommended for the removal and con
trol of sexually mature (adult), sexually 
immature and/or 4th stage larvae of the 
whipworm (Trichuris suis), nodular 
worms (Oesophagostomum sp.), large 
round-worm (Ascaris suum), and the 
mature thick stomach worm (Ascarops 
strongylina) occurring in the lumen of 
the gastrointestinal tract of pigs, boars, 
and open or bred gilts and sows.

(2) The preparation should be added 
to the indicated amount of feed as set 
forth in paragraph (e) (2) of this section 
and administered shortly after mixing, 
as follows:

Pounds of Pounds of
feed to be mixed feed Number of

Weight of mixed with to be pigs to be 
animal each 0.08 administered treated per 

in pounds ounce of to each pig 0.06 ounce 
dichlorvos as a single of dichlorvos 

treatment

20-30..........„  4 0.33 12
31-40....................... 5 0.56 9
41-60............. 6 1.00 6
61-80............. 5 1.00 5
81-100...........  4 1.00 4
Adult Qilts,

Sows, and
Boats...___  16 4.00 4

(3) Do not use this product on ani
mals either simultaneously or within a 
few days before or after treatment with 
or exposure to cholinesterase inhibiting 
drugs, pesticides, or chemicals. The prep
aration should be mixed thoroughly with 
the feed on a clean, impervious surface. 
Do not allow swine access to feed other 
than that containing the preparation un
til treatment is complete. Do not treat 
pigs with signs of scours Until these signs 
subside or are alleviated by proper medi
cation. Resume normal feeding schedule 
afterwards. Swine may be retreated hi 4 
to 5 weeks.

(f) Conditions of use in dogs. (1) For 
removal of Toxocara canis and Toxasca
ris leonina (roundworms), Ancylostoma 
caninum and Uncinaria stenocephala 
(hookworms), and Trichuris vulpis 
(whipworm) residing in the lumen of 
the gastrointestinal tract.

(2) The drug is in capsule form for 
direct administration and in pellet form 
for administration in about one-third of 
the regular canned dog food ration or in 
ground meat. Dogs may be treated with 
any combination of capsules and/or 
pellets so that the animal receives a 
single dose equaling 12 to 15 milligrams 
of the active ingredient per pound of 
body weight. One-half of the single rec
ommended dosage may be given, and the 
other half may be administered 8 to 24 
hours later. This split dosage schedule 
should be used in animals which are very 
old, heavily parasitized, anemic, or other
wise debilitated. The drug should not be 
used in dogs weighing less than 2 pounds.

(3) In some dogs, efficacy against Tri- 
churias vulpis (whipworm) may be er
ratic. Dogs that do not develop a nega
tive stool for Trichuris vulpis ova 10 to 
14 days following; initial treatment 
should be re-treated. I f  a negative stool 
is not obtained in 10 to 14 days following 
re-treatment, alternate means of therapy 
should be considered.

(4) Do not use in dogs infected with 
Dir o filar ia immitis.

(5) Do not use with other anthelmin
tics. taeniacides, antifilarial agents, mus
cle relaxants, or tranquilizers.

(6) The drug is a cholinesterase in
hibitor. Not for use simultaneously or 
within a few days before or after treat
ment with or exposure to cholinesterase- 
inhibiting drugs, pesticides, or chemicals.

(7) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(g) Conditions of use in horses when 
administered in grain. (1) It  is rec
ommended for the removal and con
trol of bots (Gastrophilus intestinalis,
G. nasalis), large strongyles ( Strongylus 
vulgaris, S. equinus, S. edentatus), small 
strongyles (of the genera Cyathostomum, 
Cylicocercus, Cylicocyclus, Cylicodonto- 
phorus, Triodontophorus, Poteriosto- 
mum, Gyalocephalus), pinwofms (Oxy- 
uris equi), and large roundworm 
(Parascaris equorum) in horses including 
ponies and mules. Not for use in foals 
(sucklings and young weanlings).

(2) For a satisfactory diagnosis, a 
microscopic fecal examination should be 
performed by a veterinarian or a diag
nostic laboratory prior to worming.

(3) It is administered in the grain 
portion of the ration at a dosage of 14.2 
milligrams to 18.5 milligrams per pound 
of body weight as a single dose. It  may 
be administered at one-half of the single 
recommended dosage and repeated 8 to 
12 hours later in the treatment of very 
aged, emaciated or debilitated subjects or 
those reluctant to consume medicated 
feed. In suspected cases of severe ascarid 
infection sufficient to cause concern over 
mechanical blockage of the intestinal 
tract, the split dosage should be utilized.

(4) Do not use in horses which are 
severely debilitated, suffering from diar
rhea or severe constipation, infectious 
disease, toxemia or colic. Do not admin
ister in conjunction with or within 1 week 
of administration of muscle relaxant 
drugs, phenothiazine derived transquil- 
izers or central nervous system depres
sant drugs. Horses should not be sub
jected to insecticide treatment for 5 days 
prior to or after treating with the drug. 
Do not administer to horses afflicted with 
chronic alveolar emphysema (heaves) or 
related respiratory conditions. The prod
uct is a cholinesterase inhibitor and 
should not be used simultaneously or 
within a few days before or after treat
ment with or exposure to cholinesterase 
inhibiting drugs, pesticides or chemicals.

(5) Do not use in animals other than 
horses, ponies, and mules. Do not use in 
horses, ponies, and mules intended for 
food purposes. Do not allow fowl access 
to feed containing this preparation or to 
fecal excrement from treated animals.

(h) Conditions of use in horses when 
administered orally "by syringe. (1) It is 
recommended for the removal and con
trol of first, second, and third instar bots 
(Gastrophilus intestinalis and G. na
salis), sexually mature and sexually im
mature (4th stage) ascarids (.Parascaris 
equorum) in horses and foals.

(2) The product is in the form of a gel 
which is administered directly from a 
syringe onto the horse’s tongue. The pro
duct is administered at a dosage level of
20 milligrams of dichlorvos per kilogram 
of body weight for the removal of bots 
and ascarids. The same dosage level is 
repeated every 21 to 28 days for the con
trol of bots and ascarids. For the. control 
of bots only, the repeat dosage is 10 milli
grams per kilogram of body weight every
21 to 28 days during bot fly season.
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(3) Do not use this product in animals 
simultaneously or within a few days be
fore or after treatment with or exposure 
to cholinesterase-inhibiting drugs, 
pesticides or chemicals. Do not adminis
ter in conjunction with or within 1 week 
of administration of muscle-relaxant 
drugs, phenothiazine derived tranquil
izers, or central nervous system depres
sants.

(4) Do not use in horses which are se
verely debilitated or suffering from di
arrhea or severe constipation, infectious 
disease, toxemia, or colic. Do not ad
minister to horses affected with chronic 
alveolar emphysema (heaves) or other 
respiratory conditions.

(5) Do not use in horses intended for 
food purposes.

(6) Federal law restricts this drug to 
use by or on the order of a licensed vet
erinarian.

(1) Conditions of use, in cats and pup
pies. (1) It is indicated for the removal 
and control of roundworms (Toxocara 
canis, Toxocara cati, Toxascaris leonina) 
and hookworms {Ancylostoma caninum, 
Ancylostoma tubaeforme, . Uncinaria 
stenocephala) occurring in the intestinal 
tracts of cats and puppies.

(2) The drug is in tablet form and is 
administered orally at a dosage level of 
5 mg of the active ingredient per pound 
of body weight.

(3) Do not administer to puppies or 
cats showing signs of constipation, me
chanical blockage of the intestinal tract, 
impaired liver function, or to animals 
recently exposed to or showing signs of 
infectious disease. The drug is a cholin
esterase inhibitor and should not be used 
simultaneously or within a few days be
fore or after treatment with or exposure 
to cholinesterase-inhibiting drugs, pesti
cides, or chemicals.

(4) Do not use in animals under 10 
days of age or under 1 pound of body 
weight.

(5) Federal law restricts this, drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.620 Diethylcarbamazine.

(a) Chemical name. N,N-Diethyl-4- 
methyl-1 -piperazine-carboxamide.

(b) Specifications. Each pound of the 
drug contains 30 grams of diethylcar
bamazine (as base).

(c) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) It  is admin
istered to dogs to aid in the continual 
control of large roundworms (Toxocara 
canis) and to aid in the prevention of 
heartworm disease (Dirofilaria immi- 
tis). In those areas where roundworms 
are suspected or known to be a problem, 
it is added to the daily diet. In those 
areas where heartworms are endemic, 
it is added to the daily diet at the be
ginning of the mosquito activity and 
treatment is continued throughout the 
mosquito season and for approximately 
1 month thereafter.

(2) It  is administered daily in meal 
or moist feeds as follows:

Weight of animal Recommended Dosage in
in pounds amount per day milligrams

20.^_-................... x/ i  level teaspoonful___ 32
so.rT.................... Y i level teaspoonful___ 70
100........................ 1 level teaspoonful____ 149

(3) Dogs with established heartworm 
infections should not receive diethylcar
bamazine until they have been converted 
to a negative status.

(4) For use only by or on the order 
of a licensed veterinarian.
§ 520.622 Diethylcarbamazine citrate 

oral dosage forms.
§ 520.622a Diethylcarbamazine citrate 

tablets.
(a) (1) Specifications. Diethylcarbam

azine citrate tablets contain 50, 200, or 
400 milligrams of diethylcarbamazine 
citrate per tablet.

(2) Sponsor. See No. 010042 in 
§ 510.600(c)-of this chapter.

(3) Conditions of use. (i) The drug 
is used as an aid in the treatment of 
ascarids Jn dogs and cats and for the 
prevention of heartworm disease (Diro- 
fiaria immitis) in dogs.

(ii) For the treatment of ascarids in 
dogs and cats, the tablets are admin
istered orally or pulverized and given in 
the feed or water at a dosage level of 
25 to 50 milligrams of diethylcarbam*B 
zine citrate per pound of body weiglflU 
A repeat dose should be given in 10 to 
.20 days to remove immature worms 
which may enter the intestine from the 
lungs after the first dose.

(iii) For the prevention of heartworm 
disease in heartworm endemic areas 
dogs should be given a daily dose of 3 
milligrams of diethylcarbamazine citrate 
per pound of body weight.

(iv) Dogs with established heartworm 
. infections should not receive the drug
until they have been converted to a 
negative status,

(v) Federal law restricts this drug to 
use by or on the order o f a licensed 
veterinarian.

(b) (1) Specifications. Diethylcarbam
azine citrate tablets contain 100, 200 or 
300 milligrams of diethylcarbamazine 
citrate per tablet.

(2) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It is used 
in dogs for the prevention of infection 
with Dirofilaria immitis (heartworm dis
ease) and as an aid in the treatment 
of ascarid infections (Toxocara canis 
and Toxascaris leonina) in dogs.

(ii) For the prevention of heartworm 
disease in dogs the drug is given orally 
once a day at a dosage rate of 3 milli
grams of diethylcarbamazine citrate per 
pound of body weight. Young dogs may 
be started on the prevention program at 
2 months of age. For treatment of 
ascarid infection in dogs, the drug is 
given orally at a dosage rate of 25 to 
50 milligrams of diethylcarbamazine 
citrate per pound of body weight. A re
peat dose should be given in 10 to 20 
days to remove immature worms which

may enter the intestines from the lungs 
after the initial treatment.

(iii) Use of the drug is not recom
mended in dogs with active D. immitis 
infections.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.622b Diethylcarbamazine citrate 

syrup.
(a) (1) Specifications. Each milliliter 

of syrup contains 60 milligrams of 
diethylcarbamazine citrate.

(2) Sponsor. See No. 021188 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug 
is indicated for use in dogs for the pre
vention of infection with Dirofilaria 
immitis and T. canis and T. leonina. It 
is also indicated for treatment of ascarid 
infections of T. canis and T. leonina in 
dogs and T. cati in cats.

(ii) For prevention of heartworm and 
ascarid infections in dogs, the drug may 
be added to the daily diet at a dosage 
rate of 3.0 milligrams per pound of body 
weight per day or given directly by 
mouth at the same dosage rate. For 
treatment of ascarid infections in dogs 
and cats, the drug is administered at a 
dosage level of 25 to 50 milligrams per

I pound of body weight preferably admin- 
tiered immediately after feeding.

P^aii) Older dogs should be proven neg
ative for the presence of Dirofilaria 
immitis infection before administration 
of the drug. Those with proven infection 
of Dirofilaria immitis should be ren
dered negative using adulticidal and 
microfilaricidal drugs before administra
tion of this drug.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(b )(1 ) Specifications. Each milliliter 
of syrup contains 60 milligrams of di
ethylcarbamazine citrate.

(2) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It  is used 
for the prevention of infection with Diro
filaria immitis in dogs.

(ii) The drug may be added to the 
daily ration at a dosage rate of 3.0 mil
ligrams per pound of body weight or 
given directly by mouth at the same dos
age rate.

(iii) Older dogs should be proven neg
ative for the presence of Dirofilaria im 
mitis infection before administration of 
the drug. Those with proven infection 
of Dirofilaria immitis should be rendered 
negative using adulticidal and micro
filaricidal drugs before administering 
this drug.

(iv) Federal law restricts this drug 
to use by or on the order of a licensed 
veterinarian.

(c) (1) Specifications. Each milliliter 
of syrup contains 60 milligrams of di
ethylcarbamazine citrate.

(2) Sponsor. See No. 015563 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
indicated for use in dogs between the
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ages of 4 weeks and 8 months of age, for 
the removal of Toxocara canis.

(ii) The drug is administered at a 
dosage level of 50 milligrams per pound 
of body weight divided into two equal 
doses and administered 8-12 hours apart 
(morning and night) mixed with either 
dry or wet food.
‘ (iii) Dogs older than 8 months of age 
may be infected with Dirofilaria im- 
mitis. Use of the drug is contraindi
cated in dogs with active D. immitis 
infections.

(iv) Federal law restricts this drug 
to use by or on the order of a licensed 
veterinarian.
§ 520.680 Dimetridazole oral dosage 

forms.
§ 520.680a Dimetridazole drinking wa

ter. v
(a) Chemical name. l,2-Dimethyl-5- 

nitroimidazole.
(b) Specifications. (1) Melting point 

range: 137° C. to 141° C.
(2) Assay (dry basis): 98 to 101 per

cent (by titration? with perchloric acid 
in acetic acid).

(c) Sponsor. See No. 017210 in 
§ 510.600(c) of this chapter.

(d) Related tolerances. See § 556.210 
of this chapter.

(e) Conditions of use. It  is used in the 
drinking water for turkeys as fo l lo v ^

(1) Amount. 0.01 percent.
(1) Indications for use. Prevention of 

blackhead (histomoniasis, infectious en- 
terohepatitis).

(ii) Limitations. As sole source of 
drinking water; do not give to birds 
producing eggs for human consumption; 
withdraw 5 days before slaughter; as 
sole source of dimetridazole. _

(2) Amount. 0.02 percent.
(i) Indications for use. Treatment of 

blackhead (histomoniasis, infectious 
enterohepatitis).

(ii) Limitations. As sole source of 
drinking water; do not give to birds pro
ducing eggs for human consumption; 
withdraw 5 days before slaughter; as sole 
source of dimetridazole.

(3) Amount. 0.04 percent.
(1) Indications for use. Treatment of 

severe outbreaks of blackhead (histo
moniasis, infectious enterohepatitis).

(ii) Limitations. 'As sole source of 
drinking water; treat for 5 days only; 
do not give to birds producing eggs for 
human consumption; withdraw 5 days 
before slaughter; as sole source of 
dimetridazole.
§ 520.680b Dimetridazole tablets.

(a) Chemical name. l,2-Dimethyl-5- 
nitroimidazole.

(b) Specifications. (1) Melting point 
range: 137° C to 141° C.

(2) Assay (dry basis): 98 to 101 per
cent (by titration with perchloric acid in 
acetic acid).

(c) Sponsor. See No. 017210 in § 510.- 
600(c) of this chapter.

(d) Related tolerances. See § 556.210 
of this, chapter.

(e) Conditions of use. It is used in 
tablets for turkeys as follows:

(1) Amount. 125 milligrams per tablet.
(2) Indications for use. Treatment of

blackhead < histomoniasis, infectious
enterohepatitis).

(3) Limitations. Administer 1 tablet 
per bird weighing not less than 1 pound 
nor more than 10 pounds, 2 tablets per 
bird over 10 pounds; do not give to birds 
producing eggs for human consumption; 
do not administer within 5 days of 
slaughter; as sole source of dimetrida
zole.
§ 520.704 Diphenylhydantoin sodium 

capsules.
(a) Specifications. Diphenylhydantoin 

sodium capsules conform to U.S.P. 
XVITI requirements.

(b) Sponsor. See No. 000071 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
indicated for use in the control of epilep
tiform convulsions in dogs.

(2) An initial dose of from 4 to 8 milli
grams per pound of body weight in 
divided doses is suggested with the dose 
then gradually increased or decreased to 
the daily minimum amount necessary to 
maintain control.

(3) Since control with the drug re
quires several days, the transition from 
other anticonvulsants to this drug should 
be gradual. Sudden withdrawal of other 
••ticonvulsants, including phenobar- 
£ ta l, should be avoided in order to exer
cise proper control of the convulsions.

(4) For use only by or on the order of 
a licensed veterinarian.
§ 520.763 Dithiazanine iodide oral dos

age forms.
§ 520.763a Dithiazanine iodide tablets.

(a) Chemical name. 3-Ethyl-2-[5-(3- 
ethyl - 2 - benzothiazolinylidene) - 1,3- 
pentadienyll -benzothiazolium iodide.

(b) Specifications. Dithiazanine iodide 
tablets contain 10 milligrams, 50 milli
grams, 100 milligrams, or-200 milligrams 
of dithiazanine iodide in each tablet.

(c) Sponsor. See No. 000986 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The tablets 
aré administered orally to dogs immedi
ately after feeding using the following 
dosage schedule for various parasite 
infestations:

Milligrams 
per pound 
of body 
weight

Length of 
treatment— 

days

Large roundworms ( Toxo
cara canis, Toxascaris le-
onina) __________________

Hookworms (Ancylostoma 
caninum, Uncinaria steno-

10 3-5

cephala)..........................
Whipworms ( Trichuris m l-

10 T

Pis)-................................
Strongyloides (Strongyloides 

canis, Strongyloides ster-
coralis) ______________ ___

Heartworm microfilariae

10 7

10 10-12

(Dirofilaria immitus)____ _
Treatment with dithia

zanine iodide for heart- 
worm microfilariae should 
follow 6 weeks after therapy 
for adult worms.

3-5 7-10

(2 ) The  drug is contraindicated in  
anim als sensitive to dithiazanine iodide

and should be used cautiously, if  at all, 
in dogs with reduced renal function.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.763b Dithiazanine iodide powder.

(a) Chemical name. 3-ethyl-2-[5-(3- 
efhyl - 2 - benzothiazolinylidene) - 1, 
3-pentadienyl 3 -benzothiazoliumiodide.

(b) Specifications. Dithiazanine iodide 
powder contains 200 milligrams of di
thiazanine iodide per level standard 
tablespoon.

(c) Sponsor. See No. 000986 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) Dithiazanine 
iodide powder is administered to dogs by 
mixing the proper dosage in the dog’s 
food, using the following dosage schedule 
for various parasite infestations:

Milligrams 
per pound 

of body 
weight

Length of 
treatment— 

days

Large roundworms ( Toxo
cara canis, Toxascaris le
onina).................... ........ 10 3-5

Hookworms (Ancylostoma 
caninum, Uncinaria steno- 
cephala)....... ................... 10 7

Whipworms (Trichuris m l- 
pis)................................. 10 7

Strongyloides (Strongyloides 
canis, Strongyloides ster- 
coralis)__________________ 10 10-12

Heartworm microfilariae 
(Dirofilaria immitus)........ S-5 7-10
Treatment with dithia

zanine iodide for heart- 
worm microfilariae should 
follow 6 weeks after therapy
or adult worms.

(2) The drug is contraindicated in 
animals sensitive to dithiazanine iodide 
and should be used cautiously, if at all, 
in dogs with reduced renal function.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.784 Doxylamine succinate tablets.

(a) Specifications. The drug is in 
tablet form and contains doxylamine 
succinate as the active drug ingredient.

(b) Sponsor. See No. 017220 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used in conditions in which antihista- 
minic therapy may be expected to alle
viate some signs of disease in horses, 
dogs, and cats.

(2) It is administered orally to horses 
at a dosage level of 1 to 2 milligrams per 
pound of body weight per day divided 
into 3 or 4 equal doses. It is administered 
orally to dogs and cats at a dosage level 
of 2 to 3 milligrams per pound of body 
weight per day divided into 3 or 4 equal 
doses.

(3) Not for use in horses irftended for 
food.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.823 Erythromycin phosphate.

(a) Specifications. Erythromycin phos
phate is the phosphate salt of the 
antibiotic substance produced by the 
growth of Streptomyces erythreus or the
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same antibiotic substance produced by 
any other means. One gram of erythro
mycin phosphate is equivalent to 0.89 
gram of erythromycin master standard.

(b) Sponsor. See No. 043731 in § 510.- 
600(c) of this chapter.

(c) Related tolerances. See § 556.230 
of this chapter.

(d) Conditions of use. It  is used in 
drinking water as follows:

(1) Broiler and replacement chick
ens— (i) Amount. 0.500 gram per gallon.

(ii) Indications for use. As an aid in 
the control of chronic respiratory disease 
due tp Mycoplasma gallisepticum suscep
tible to erythromycin.

(iii) Limitations. Administer for 5 
days; do not Use in replacement pullets 
over 16 weeks of age; do not use in chick
ens producing eggs for human consump
tion; to assure effectiveness, treated birds 
must consume enough medicated water 
to provide a therapeutic dosage; solu
tions older than 3 days should not be 
used; withdraw 1 day before slaughter.

(2) Replacement chickens and chicken 
breeders— (i) Amount. 0.500 gram per 
gallon.

(ii) Indications for use. As an aid in 
the control of infectious coryza due to 
Hemophilus gallinarum susceptible to 
erythromycin.

(iii) Limitations. Administer for 7 
days; do not use in replacement pullets 
over 16 weeks of age; do not use in chick
ens producing eggs for human consump
tion; to assure effectiveness, treated birds 
must consume enough medicated water 
to provide a therapeutic dosage; solu
tions older than 3 days should not be 
used; withdraw 1 day before slaughter.

(3) Growing turkeys— ii) Amount. 
0.500 gram per gallon.

(ii) Indications for use. As an aid in 
the control of blue comb (nonspecific 
infectious enteritis) caused by organisms 
susceptible to erythromycin.

(iii) Limitations. Administer for 7 
days; do not use in turkeys producing 
eggs for human consumption; to assure 
effectiveness, treated birds must con
sume enough medicated water to pro
vide a therapeutic dosage; solutions older 
than 3 days should not be used; with
draw 1 day before slaughter.
§ 520.863 Ethylisobutrazine hydrochlo

ride tablets.
(a) Specifications. Each tablet con

tains either 10 milligrams or 50 milli
grams of ethylisobutrazine hydrochloride.

(b) Sponsor. See No. 017220 in § 510.- 
600(c) of this chapter,

(c) Conditions of use. (1) It  is ad
ministered orally to dogs as a tranquil
izer.

(2) It  is administered once daily at 
a dosage level of 2 to 5 milligrams of 
ethylisobutrazine hydrochloride per 
pound of body weight.

(3) It  is not to be used in conjunction 
with organophosphates and/or procaine 
hydrochloride because phenothiazine 
may potentiate the toxicity of organo
phosphates and the activity of procaine 
hydrochloride.
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(4) Federal law restricts this drug to 

use by or on the order of a licensed veter
inarian.
§ 520.1100 Griseofulvin.

(a) Chemical name. 7-ChIoro-2\4,6- 
trimethoxy-6'-methylspiro [benzofuran-
2 (3H) ,1'- [2] -cyclohexenel -3,4'-dione.

(b) Specifications. Complies with 
U.S.P. for griseof ulvin microsize.

(c) Sponsor. (1) See No. 000085 in 
§ 510.600(c) of this chapter for the spon
sor of the usages provided by paragraph
(d) (1) and (3) of this section.

(2) See No. 000029 in § 510.600(c) 
of this chapter for the sponsor of the 
usage provided by paragraph (d) (2) of 
this section.

(d) Conditions of use. (1) As a soluble 
powder for horses, it is administered as 
a drench or as a top dressing on feed. It  
is used for equine ringworm infection 
caused by Trichophyton equinum or M i- 
crosporum gypseum. Administer for not 
less than 10 days a daily dose as follows: 
Adults, 2.5 grams; yearlings, 1.25 to 2.5 
grams; and foals, 1.25 grams. Not for use 
in horses intended for food. For use only 
by or on the order of a licensed veteri
narian.

(2) In capsules containing 125 milli
grams of griseofulvin for use in dogs and 
cats by oral administration at a dosage 
level of 10 milligrams per pound of body 
weight daily in a single or divided dose. 
It  is used for the treatment of infections 
caused by dermatophytic fungi of the 
skin, hair, and nails caused by Tricho
phyton mentagrophytes, T. schoenleini,
T. verrucosum, Epidermophyton floc
cosum, Microsporum gypseum, and M. 
canis. Treatment should be continued for
3 to 4 weeks in skin and hair infections 
and up to 4 months treatment is required 
in nail infections. The capsules may be 
taken apart and the contents put on food 
to facilitate administration. For use only 
by or on the order of a licensed veteri
narian.

(3 ) (i) Boluses containing 2.5 grams 
of griseofulvin are used in horses for 
treating ringworm infection caused by 
Trichophyton equinum. It  is adminis
tered to adult horses at a level of one 
bolus per day, to yearlings at one-half 
to one bolus per day, and to foals at one- 
half bolus per day. All three dosage 
levels should be administered for a period 
of not less than 10 days. In  responsive 
cases, treatment should be continued 
until all infected areas are proven nega
tive by appropriate culture. Not for use 
in horses intended for food.

(ii) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.1120 Haloxon oral dosage forms. 
§ 520.1120a Haloxon drench.

(a) Chemical name. 3-Choloro-7- 
hydoxy-4-methylcoumarin bis (2-chlo- 
roethyl) phosphate.

(b) Specifications. Haloxon assay of 
not less than 96 percent by infrared spec
trum at 8.62 microns.

(c) Sponsor. See No. 011492 in § 510.- 
600(c) of this chapter.
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(d ) Special considerations. Do not use 
any drug, insecticide, pesticide, or other 
chemical having cholinesterase-inhibit
ing activity either simultaneously or 
within a few days before or after treat
ment with haloxon.

(e) Related tolerances. See § 556.310 
of this chapter.

(f ) Conditions of use. It is used as a 
drench as follows:

(1) Cattle— (i) Amount. 141.5 grams 
per packet.

(ii) Indications for use. Control of gas
trointestinal roundworms of the genera 
Haemonchus, Ostertagia, Trichostron- 
gylus, and Cooperia.

(iii) Limitations, (a) Dissolve each 
packet in 32 fluid ounces of water and
administer as fo llow s:

Dose 
( fluid

W eight of an im al (p ou nd s): ounces)
Up to 100________________ _ _ _ _ _____________ y2
100 to 150_______________ __________________  %
150 to 200__________________ I I I ____________  1
200 to 300__      1%
300 to 450_________________________________  2
450 to 700_________________________________  3
700 to 1,000___________________________4
1,000 to 1,200— ________ _________________  5
Over 1,200  ______________________________  6

(t>) Do not treat within 1 week of 
slaughter; do not treat dairy animals of 
breeding age; animals should be re
treated in 3 to 4 weeks.

(2) Sheep and goats— (i) Amount. 
44.9 grams per packet.

(a) Indications for use. Control of gas
trointestinal roundworms of the genera 
Haemonchus, Ostertagia, and Cooperia 
in sheep and Haemonchus in goats.

(b) Limitations. (1) Dissolve each 
packet in 32 ounces of water and ad
minister as follows:

Dose 
( fluid

Weight of animal (pounds): ounces)
Up to 50_____ _____________ __________  y2
50 to 90____ ________ _________________  1
90 to 150_____ _______________________ 1 y2
Over 150__________________ ____________ , 1

(2) Do not treat within 1 week of 
slaughter; do not treat dairy goats of 
breeding age; heavily parasitized ani
mals should be retreated in 3 weeks.

(ii) Amount. 141.5 grams per packet.
(a) Indications for use. Control of 

gastrointestinal roundworms of the 
genera Haemonchus, Ostertagia, and 
Cooperia in sheep and Haemonchus in 
goats.

(b) Limitations. (1) Dissolve each 
packet in 32 fluid ounces of water and 
administer as a drench as follows:

Dose 
{milli-

Weight of animal (pounds): liter)
Up to 21________________________________ 2.5
22 to 30......................— ...... .......... . 4
30 to 50____ i __________________________  6
50 to 80_____________________________  10
80 to 120______________________   15
Over 120____  __________________________ 20

(2) Do not treat within 1 week of 
slaughter; do not treat dairy goats of 
breeding age; animals should be re
treated in 3 to 4 weeks.
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§ 520.1120b Haloxon boluses.
(a) Chemical name. 3-Chloro-7-hy- 

droxy - 4-methylcoumarin bis(2-chloro- 
ethyl) phosphate.

(b) Specifications. Each bolus contains
10.1 grams of haloxon.

(c) Sponsor. See No. 011492 in § 510.- 
600(c) of this chapter.

(d) Related tolerances. See § 556.- 
310 of this chap ter.-

(e) Conditions of use. (1) Haloxon 
bolus is an anthelmintic used in cattle for 
the control of gastrointestinal round 
worms of the genera Haemonchus, Os- 
tertagia, Trichostrongylus and Cooperia.

( 2 ) It is administered as follows :
Dose

Weight of animal (pounds): (boluses) )
200 to 300______________________________ y2
350 to 600._____  1
650 to 800_______________________________ 1 y2
850 to 1,200—______________   2
Over 1,200______________   3

(3) For most effective results, re-treat 
animals in 3 to 4 weeks. I f  reinfection is 
likely to occur, additional re-treatments 
may be necessary.

(4) Do not use any drug, pesticide or 
other chemical having cholinesterase in
hibiting activity either simultaneously 
or within a few days before or after 
treatment with haloxon.

(5) Do not treat animals within one 
week of slaughter.

(6) Do not treat dairy animals of 
breeding age or older.
§ 520.1162 Ipronidazole hydrochloride 

soluble powder.
(a) Chemical name. 2-isopropyl-1- 

methyl-5-nitroimadazole hydrochloride.
(b) Specifications. Each gram of 

ipronidazole hydrochloride soluble 
powder contains the equivalent of 823 
milligrams of ipronidazole.

(c) Sponsor. See No. 000004 in § 510.- 
600(c) of this chapter.

(d) Related tolerances. See § 556.340 
of this chapter.

(e) Special considerations. Ipronida
zole hydrochloride soluble powder may 
be used as provided for in this section 
in conjunction with 0.00625 percent 
ipronidazole in turkey feed as provided 
for in § 558.305 of this chapter.

( f )  Conditions of use. (1 ) The drug  
is used fo r the treatm ent o f blackhead  
(histom oniasis) in turkeys.

(2) The drug is added to drinking 
water in an amount to provide a con
centration of 0.0125 percent ipronidazole.

(3) The drug is administered for a 
treatment period of 7 consecutive days.

(4) Withdraw 5 days before slaughter. 
Do not administer to turkeys producing 
eggs for food.
§ 520.1204 Kanamycin sulfate, amino- 

pentamide hydrogen sulfate, pec
tin, bismuth subcarbonate, activated 
attapulgite oral.

(a) Specifications. Each tablet or each 
five milliliters of suspension of the drug 
contains: 100 milligrams of kanamycin 
as the sulfate (the kanamycin used con
forms to the standards of identity, 
strength, quality, and purity prescribed 
by § 444.30 of this chapter), 0.033 milli-
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gram of aminopentamide hydrogen sul
fate, 25 milligrams of pectin, 250 milli
grams of bismuth subcarbonate, and 500 
milligrams of activated attapulgite.

(b) Sponsor. See No. 000015 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is admin
istered orally to dogs for the sympto
matic relief of acute bacterial diarrhea 
c a u s e d  by kanamycin-susceptible 
organisms.

(2) The drug is recommended for use 
at the rate of one tablet or one teaspoon
ful (5 milliliters) of suspension per 20 
pounds of body weight every 8 hours. 
Animals weighing under 10 pounds 
should be given one-half the above 
amount every 8 hours. The initial dose 
should be twice the amount of a single 
dose. Maximum dosage should not ex
ceed three times the recommended dose.

(3) For use only by or on the order 
of a licensed veterinarian.
§ 520.1242 Levamisole hydrochloride 

oral dosage forms.
§ 520.1242a Levamisole hydrochloride 

drench and drinking water.
(a) Chemical name. (-)-2,3,5,6-Tetra- 

hydro-6-phenylimidazo C 2,1-b ] thiazole 
monohydrochloride.

(b) Specifications: Assay of not less 
than 98 percent by nonaqueous titration 
with 0.1N potassium isopropoxide; 1 
isomer minimum 95 percent pure by 
optical rotation.

(c) Sponsor. (1) See No. 010042 in 
§ 510.600(c) of this chapter for condi
tions of use provided for in paragraph
( f ) of this section.

(2) See No. 011716 in § 510.600(c) of 
this chapter for conditions of use pro
vided for in paragraph (f) (2) of this 
section.

(d) [Reserved]
(e) Related tolerances: Section 556.- 

350 of this chapter.
( f ) Conditions of use. It is used as fol

lows:
(1) Cattle— (i) Amount. 46.8 grams 

per packet.
(ii) Indications for use. Anthelmintic 

effective against the following nematode 
infections: Stomach worms (Haemon
chus, Trichostrongylus, Ostertagia), in
testinal worms (Trichostrongylus, Co
operia, Nematodirus, Bunostomum, Oe- 
sophagotomum), and lungworms (Die- 
tyocaulus).

(iii) Limitations. Dissolve in water to 
provide 32 fluid ounces of drench solution 
and administer as a drench at % ounce 
0.365 gram) per 100 pounds of body 
weight as a single dose; or dissolve in 
water to provide 8.75 fluid ounces of con
centrate solution and administer as a 
drench at 2 cubic centimeters (0.365 
gram) per 100 pounds of body weight as 
a single oral dose by syringe; conditions 
of Constant helminth exposure may re
quire re-treatment within. 2 to 4 weeks 
after the first treatment; do not slaugh
ter for food within 48 hours of treatment; 
not for use in dairy animals of breeding 
age; consult veterinarian before using in 
severely debilitated animals.

(2) Sheep— (i) Amount. 4.68 grams 
per packet.

(a) Indications for use. Anthelmintic 
effective against the following nematode 
infections: Stomach worms (Haemon- 
chus, Trichostrongylus, Ostertagia), in
testinal worms (Trichostrongylus, Co
operia, Nematodirus, Bunostomum, Oe- 
sophagostomum, Chabertia), and lung- 
worms (Dietyocaulus).

(b) Limitations. Dissolve in 1 gallon 
(128 fluid ounces) of water and admin
ister as a single drench at 1 ounce (0.365 
gram) per 100 pounds of body weight; 
conditions of constant helminth expo
sure may require re-treatment within 2 
to 4 weeks after the first treatment; do 
not slaughter for food within 72 hours of 
treatment; consult veterinarian before 
using in severely debilitated animals.

(ii) Amount. 11.7 grams per packet.
(a) Indications for use. Anthelmintic 

effective against the following nematode 
infections: Large roundworms (Ascaris 
suum), nodular worms (Oesophagosto- 
mum spp.), intestinal thread worms 
(Strongyloides ransomi) and lungworms 
(.Metastrongylus spp.).

( b) Limitations. Dissolve in 1 quart (32 
fluid ounces) of water and administer as 
a single drench at 1 ounce (0.365 gram) 
per 100 pounds of body weight or dis
solve 1 packet in 10.9 fluid ounces of 
water and administer as a single drench 
at 1 cubic centimeter (0.036 gram) per 
10 pounds of body weight; conditions of 
constant helminth exposure may require 
re-treatment within 2 to 4 weeks after 
the first treatment; do not slaughter for 
food within 72 hours of treatment; con
sult veterinarian before using in severely 
debilitated animals.

(3) Swine— (i) Amount. 18.15 grams 
per bottle.

(ii) Indications for use. Anthelmintic 
effective against the following nematode 
infections: Large roundworms (Ascaris 
suum), nodular worms (Oesophago- 
stomum spp.), intestinal thread worms 
(Strongyloides ransomi) and lungworms 
(Metastrongylus spp.).

(iii) Limitations. Dissolve in water to 
provide 500 ..cubic centimeters of con
centrate solution, add 10 cubic centi
meters (2 teaspoons) of this concentrate 
solution to each gallon of drinking water; 
allow one gallon of medicated water for 
each 100 pounds of body weight of pigs 
to be treated; no other source of water 
should be offered ; pigs maintained under 
conditions of constant exposure to worms 
may require re-treatment within 4 to 5 
weeks after the first treatment; do not 
administer within 72 hours of slaughter 
for food.
§ 520.1242b Levamisole hydrochloride 

tablet or oblet (bolus).
(a) Chemical name. (-) -2,3,5,6-Tetra- 

hydro-6-phenylimidazo [2,1-b] thiazole 
monohydrochloride.

(b) Specifications. Assay of not less 
than 98 percent by nonaqueous titration 
with 0.1 N  potassium isopropoxide; 1 
isomer minimum 95 percent pure by op
tical rotation.

(c) Sponsor. (1) See No. 010042 in 
1 510.600(c) of this chapter fOr condi
tions of use provided for in paragraph 
(f ) of this section and § 520.1242a(f ).
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(2) See No. 011716 in § 510.600(c) of 
this chapter for conditions of use pro
vided fbr in paragraph (f )  of this sec
tion and § 520.1242a(f).

(d) [Reserved 1
(e) Related tolerances. See § 556.350 of 

this chapter.
(f ) Conditions of use. (1) It  is used in 

an oblet for cattle as follows:
(1) Amount. 2.19 grams per oblet.
(ii) Indications for use. Anthelmintic 

effective against the following nematode 
infections: Stomach worms (Haemon- 
chus, Trichostrongylus, Ostertagia), in
testinal worms ( Trichostrongylus, Coop- 
eria, Nematodirus, Bunostomum, Oeso- 
phagotomum), and lungworms (.Dictyo- 
caulus).

(iii) Limitations. Administer as a sin
gle dose as follows: 250 to 450 pounds, 
V2 oblet; 450 to 750 pounds, 1 oblet; and 
750 to 1,050 pounds, IV2 oblets; condi
tions of constant helminth exposure may 
require re-treatment within 2 to 4 weeks 
after the first treatment; do not slaugh
ter for food within 48 hours of treat
ment; not for use in dairy animals of 
breeding age; consult veterinarian before 
using in severely debilitated animals.

(2) It is used in a tablet for sheep as 
follows:

(1) Amount. 0.184 gram per tablet.
(ii) Indications for use. Anthelmintic 

effective against the following nematode 
infections: Stomach worms (Haemon- 
chus, Trichostrongylus, Ostertagia), 
intestinal worms (Trichostrongylus, Co- 
operia, Nematodirus, Bunostomum, Oeso- 
phagostomum, Chabertia), and lung- 
worms (Dictyocaulus).

(iii) Limitations. Administer one tablet 
for each 50 pounds of body weight; con
ditions of constant helminth exposure 
may require re-treatment within 2 to 4 
weeks after the first treatment; do not 
slaughter for food within 72 hours of 
treatment; consult a veterinarian before 
using in severely debilitated animals.
§ 520.1263 Lincomycin hydrochloride 

monohydrale oral dosage forms.
§ 520.1263a Lincomycin hydrochloride 

monohydrate tablets.
(a) Specifications. The lincomycin 

hydrochloride monohydrate meets the 
specifications prescribed by § 453.30(a)
(1) of this chagter. The quantity of 
antibiotic activity cited in this section 
refers to the equivalent weight of the 
base activity of the drug.

(b) Sponsor. See No. 000009 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is indicated in infections caused by 
gram-positive organisms which are sen
sitive to its action, particularly strep
tococci and staphylococci.

(2) It  is administered orally to dogs 
and cats at a dosage level of 10 mgs 
per pound of body weight every 12 hours, 
or 7 mgs per pound of body weight every 
8 hours. Treatment may be continued 
for periods as long as 12 days if clinical 
judgment indicates.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

§ 520.1263b Lincomycin hydrochloride 
monohydrate and spectinomycin sul
fate tetrahydrate soluble powder.

(a) Specifications. The lincomycin 
hydrochloride monohydrate meets the 
specifications prescribed by § 453.30(a)
(1) of this chapter. The spectinomycin 
sulfate tetrahydrate used in manufac
turing the drug is the antibiotic sub
stance produced by the growth of Strep- 
tomyces spectabilis or the same antibi
otic substance produced by any other 
means. The quantity of total antibiotic 
activity cited in this section refers to 
the equivalent weight of the base activity 
of the drugs. Lincomycin hydrochloride 
monohydrate and spectinomycin sulfate 
tetrahydrate are present in the drug in 
the ratio of 1 to 2 on the basis of equiv
alency of lincomycin base to equivalency 
of spectinomycin base.

(b) Sponsor. See No. 000009 in § 510.- 
600(c) of this chapter.

(c) Related tolerances. See §§ 556.600 
and 556.360 of this chapter. -

(d) Conditions of use. (1) It  is ad
ministered, in the drinking water of 
chickens up to 7 days of age as an aid in 
the control of chronic respiratory disease 
caused by Mycoplasma gallisepticum sus
ceptible to lincomycin-spectinomycin 
and complicated chronic respiratory dis
ease (air sac infection) caused by 
Escherichia coli and M. gallisepticum 
susceptible to lincomycin-spectinomycin.

(2) For aid in the control of these con
ditions it is administered in the drinking 
water at a level of 2 grams of antibiotic 
activity per gallon of water as the sole 
source of water for the first 5 to 7 days of 
life.
§ 520.1284 Sodium liothyronine tablets.

(a) Specifications. Sodium liothyro
nine tablets consist of tablets intended 
for oral administration which contain 
liothyronine at 60 or 120 micrograms per 
tablet, as the sodium salt.

(b) Sponsor. See No. 011519 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is indi
cated in cases of hypothyroidism in dogs.

(2) It is administered orally to dogs 
at levels up to 12.8 micrograms per kilo
gram of body weight per day. Dosage 
should be adjusted according to the 
severity of the condition and the re
sponse of the patient. Dosage at the total 
replacement level (12.8 fig per kilogram 
of bodv weight) should be considered for 
initiating therapy and then titrated 
downward for optimum maintenance 
effect. Twice daily administration is 
recommended.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.1320 Mebendazole oral.

(a) Chemical name of mebendazole. 
Methyl 5-benzoylbenzimindazole-2-car- 
bamate.

(b) Specifications. The drug is an oral 
powder in which each gram cohtains 
166.7 milligrams of mebendazole.

(c) Sponsor. See No. 011716 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The drug Is 
used in horses in the treatment of infec
tions caused by large roundworms (Par- 
ascaris equorum), large strongyles 
(Strongylus edentatus, S. equinus, S. vul
garis), small strongyles (Cyclicocyclus 
spp., Gyalocephalus spp., Poteriostumum 
spp., Trichonema spp., Triodontophorus 
spp.), and pinworms (.oxyuris equi), in
cluding many larval stages.

(2) The drug is administered at 1 gram 
of mebendazole per 250 pounds of body 
weight per dose.

(3) The drug is administered in either 
of the following ways:

(1) Sprinkling directly on the grain 
portion of the ration; or

(ii) By dissolving in 2-4 pints of water 
and administering by stomach tube.

(4) The drug is compatible with carbon 
disulfide, which can be used concurrently 
for bot control (.Gastrophilus spp.). Rou
tine cautions regarding the use of carbon 
disulfide must be observed.

(5) Do not administer to horses in
tended for use as food.

(6) Federal law restricts this drug to 
use by or on the order of a licensed vet
erinarian.
§ 520.1341 Megestrol acetate tablets.

(a) Specifications. Each tablet con
tains 5 or 20 milligrams of megestrol 
acetate.

(b) Sponsor. No. 000085 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is used in female dogs for the postpone
ment of estrus and the alleviation of false 
pregnancy.

(2) It is administered orally, intact, or 
crushed and mixed with food as follows:

(i) For the postponement of estrus by 
proestrus treatment, 1 milligram per 
pound of body weight per day for 8 days.

(ii) For the postponement of estrus by 
anestrus treatment, 0.25 milligram per 
pound of body weight per day for 32 days.

(iii) For alleviation of false pregnancy, 
1 milligram per pound of body weight per 
day for 8 days.

(3) Full dosage regimen must be com
pleted to produce the desired effect.

(4) Examination of vaginal smears is 
recommended to confirm detection of 
proestrus.

(5) Do not administer for more than 
two consecutive treatments.

(6) Once therapy is started, the ani
mal should be confined for 3 to 8 days or 
until cessation of bleeding, since dogs 
in proestrus accept a male.

(7) Do not use prior to or during first 
estrus cycle.

(80 Do not use in pregnant animals.
(9) Do not use in the presence of a 

disease of the reproductive system or 
with mammary tumors.

(10) Should estrus occur within 30 
days after cessation of treatment, mating 
should be prevented.

(11) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
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§ 520.1362 Meglumine diatrizoate and 
sodium diatrizoate oral solution.

(a) Specifications. Meglumine dia
trizoate oral solution is a water soluble 
radiopaque medium containing 66 per
cent meglumine diatrizoate and 10 per
cent sodium diatrizoate.

(b) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is indi
cated for radiography of the gastro
intestinal tract in dogs and cats.

(2) It is administered orally at a dos
age level of 0.5 to 1.0 milliliter per pound 
of body weight by gavage or stomach 
tube. It is administered rectally at a 
dosage level of 0.5 to 1.0 milliliter per 
pound of body weight diluted with 1 part 
of the drug to 5 parts of water.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.1380 Methocarbamol tablets.

(a) Chemical name. 3- (O-Methoxy- 
phenoxy) -1,2-propanediol 1-carbamate.

(b) Specifications. Each tablet con
tains 500 milligrams of methocarbamol.

(c) Sponsor. See No. 000031 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The drug 
Is administered to dogs and cats as an 
adjunct to therapy for acute inflamma
tory and traumatic conditions of the 
skeletal muscles in order to reduce mus
cular spasms.

(2) Dosage is based upon severity of 
symptoms and response noted. The usual 
initial dose is 60 milligrams per pound of 
body weight in two or three equally 
divided doses followed by 30 to 60 milli
grams per pound of body weight each 
following day, usually not to exceed 14 
to 21 days.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 520.1422 Metoserpate hydrochloride.

(a) Chemical name. Methyl-o-methyl- 
18-epireserpate hydrochloride.

(b) Sponsor. See No. 000003 in § 510.- 
600(c)'of this chapter.

(c) Related tolerances. See § 556.410 of 
this chapter.

(d) Conditions of use. It is used in 
drinking water for replacement chickens 
as follows:

(1) Amount. 568.5 milligrams per gal
lon (0.015 percent).

(1) Indications for use. As a tran
quilizer for flock treatment of chickens 
prior to handling.

(ii) Limitations. To be used one time 
as a treatment for replacement chickens 
up to 16 weeks of age; usual drinking 
water should be withheld prior to treat
ment to provide adequate consumption 
of medicated drinking water; not for use 
in laying chickens; chickens slaughtered 
within 72 hours following treatment 
must not be used for food.

(2) Amount. 2 to 4 milligrams per 2.2 
pounds of body weight.

(i) Indications for use. As an aid in 
control of hysteria.

(ii) Limitations. To be used as a 
treatment for replacement chickens up 
to 16 weeks of age; usual drinking water
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should be withheld prior to treatment to 
provide adequate consumption of medi
cated drinking water; the drug should be 
administered at a dosage level of 4 milli
grams per 2.2 pounds of body weight fol
lowed by 2 treatments at 4-day inter
vals of 2 milligrams per 2.2 pounds of 
body weight; not for use in laying 
chickens; chickens slaughtered within 72 
hours following treatment must not be 
used for food.
§ 520.1520 Niclosamide tablets.

(a) Chemical name. 2\5-Üichloro-4'- 
nitrosalicylanilide.

(b) Specifications. Niclosamide tablets 
contain niclosamide in a tablet intended 
for oral administration.

(c) Sponsor. See No. 000859 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The drug 
is intended for removal of tapeworms 
from dogs (.Dipylidium caninum, Taenia 
pisiformis, Taenia hydatigena) and cats 
( Taenia taeniaeformis).

(2) The drug is administered orally at 
the rate of 500 milligrams of niclosamide 
per 7 pounds of body weight. An over
night fast is recommended. Treatment 
may be repeated should tapeworm pro- 
glottids reappear due to reinfection or 
underdosing.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.1540 Nitrodan.

(a) Chemical name. 3-Methyl-5-C(p- 
nitrophenyl) azo] rhodanine.

(b) Specifications. The drug consists 
of a suitable and harmless food supple
ment containing 3 percent of nitrodan.

(c) Sponsor. See No. 011492 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) It  is indi
cated for use in dogs as an aid in the 
continuous control of intestinal worm 
infections caused by the hookworms 
Ancylostoma caninum and Undnaria 
stenocephala and by the common dog 
ascarid Toxocara canis.

(2) Administer, on a continuous basis, 
1 level teaspoonful (approximately 2 
grams) of food supplement (60 milli
grams of nitrodan) daily for each 10 
pounds of body weight.
§ 520.1660 Oxytetracycline.
§ 520.1660a Oxytetracycline and car- 

bomycin in combination.
(a) Specifications. (1) Oxytetracy

cline: The antibiotic substance produced 
by growth of Streptomyces rimosus or 
the same antibiotic substance produced 
by any other means.

(2) Carbomycin: The antibiotic sub
stance produced by growth of Strepto
myces halstedii or the same antibiotic 
substance produced by any other means.
, (b) Sponsor. See No. 000069 in § 510.- 

600 (c) of this chapter.
( c )  Special considerations. T h e  q u a n 

t it ie s  o f O x y te tra c y c lin e  in  p a ra g ra p h  (e )  
o f th is  s e c tio n  re fe r  to  th e  a c t iv it y  o f O xy
te t ra c y c lin e  h y d ro c h lo rid e  a n d  th e  q u a n 
t it ie s  o f c a rb o m y c in  lis te d  re fe r  to  th e  
a c t iv it iy  o f a n  a p p ro p ria te  s ta n d a rd .

(d) Related tolerances. See §§ 556.110 
and 556.500 of this chapter.

(e) Conditions of use. It is  u se d  a s  
O x y te tra c y c lin e  h y d ro c h lo rid e  p lu s  c a r 
b o m y c in  b a se  in  d r in k in g  w a te r  o f 
c h ic k e n s  a s  fo llo w s :

(1) Amount. 1.0 g ra m  o f O x y te tra c y 
c lin e  a n d  1 .0  g ra m  c a rb o m y c in  p e r 
g a llo n .

(2) Indications for use. As an aid in 
the prevention and treatment of compli
cated chronic respiratory disease (air- 
sac infection) caused by Mycoplasma 
gallisepticum and secondary bacterial 
organisms associated with chronic res
piratory disease such as E. coli.

(3) Limitations. Administer for not 
more than 5 days; not for use in chickens 
producing eggs for human consumption; 
withdraw 24 hours before slaughter.
§ 520.1660b Oxytetracycline hydrochlo

ride capsules.
(a) Specifications. The drug is in cap

sule form with each capsule containing 
125 or 250 milligrams of Oxytetracycline 
hydrochloride. Oxytetracycline is the 
antibiotic Substance produced by growth 
of Streptomyces rimosus or the - same 
antibiotic substance produced by any 
other means.

(b) Sponsor. See No. 000069 in § 510.- 
600Kc) of this chapter.

(c) Conditions of use. (1) It is used 
in dogs and cats for the treatment of 
bacterial pneumonia caused by Brucella 
bronchiseptica, tonsilitis caused by 
Streptococcus hemolyticus, bacterial en
teritis caused by Escherichia coli, uri
nary tract, infections caused by Esche
richia coli, and wound infections caused 
by Staphylococcus aureus.

(2) The drug is administered orally 
to dogs and cats at a dosage level of 25- 
50 milligrams per pound of body weight 
per day in divided doses at 12-hour in
tervals. The drug can be used for 
continuation of compatible antibiotic 
therapy following parenteral Oxytetra
cycline administration where rapidly at
tained, sustained antibiotic blood levels 
are required. The duration of treatment 
required to obtain favorable response 
will depend to some extent on the sever
ity and degree of involvement and the 
susceptibility of the infectious agent. 
Clinical response to antibiotic therapy 
usually occurs within 48 to 72 hours. I f  
improvement is not observed within 
that period, the diagnosis and course of 
treatment should be reconsidered. To as
sure adequate treatment, adm inistration 
of the drug should continue for at least 
48 hours following favorable clinical 
response.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.1720 Phenylbutazone oral dosage 

forms.
§ 520.1720a Phenylbutazone tablets and 

boluses.
(a )(1 ) Specifications. The drug is In 

tablet form with each tablet containing 
100 milligrams or 1 gram of phenyl
butazone per tablet and/or the drug is 
in a bolus containing 4 grams of phenyl
butazone per bolus.

(2) Sponsor. See No. 017220 in § 510.- 
600 (c) of this chapter.
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(3) Conditions of use. (i) It  is used for 
the relief of inflammatory conditions 
associated with the musculoskeletal sys
tems in dogs and horses.

(ii) It  is administered to dogs at a 
dosage level of 20 milligrams per pound 
of body weight in three divided doses 
daily with a maximum dosage level of 800 
milligrams per day regardless of body 
weight. It  is used at a relatively high- 
dosage level for the first 48 hours and 
then reduced gradually to a maintenance 
dosage level with the lowest dosage main
tained at a level capable of producing 
desired clinical response. It  is used In 
horses at a dosage level of 1 to 2 grams 
per 500 pounds of body weight but not 
to exceed 4 grams per animal daily with 
a relatively high dosage level given for 
the first 48 hours which is reduced grad
ually to a maintenance dosage level 
which is maintained at the lowest dosage 
level capable of producing the desired 
clinical response.

(iii) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(iv) Not for use in animals Intended 
for food purposes.

(b )  (1) Specifications. The drug is in 
tablet form with each tablet containing 
100 milligrams or 1 gram of phenylbuta
zone per tablet.

(2) Sponsor. See No. 011757 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It  is used for 
the relief of inflammatory conditions as
sociated with the musculoskeletal system 
in dogs and horses.

(ii) It  is administered to dogs at a 
dosage level of 20 milligrams per pound 
of body weight in three divided doses 
daily with a maximum dosage level of 
800 milligrams per day regardless of body 
weight. It  is used at a relatively high 
dosage level for the first 48 hours and 
then reduced gradually to a maintenance 
dosage level with the lowest dosage main
tained at a level capable of producing 
desired clinical response. It  is used in 
horses at a dosage level of 1 to 2 grams 
per 500 pounds of body weight but not 
to exceed 4 grams per animal daily with 
a relatively high dosage level given for 
the first 48 hours which is reduced grad
ually to a maintenance dosage level 
which is maintained at the lowest dosage 
level capable of producing the desired 
clinical response.

(iii) Federal law restricts this drug 
to use by or on the order of a licensed 
veterinarian.

(iv) Not for use in animals intended 
for food purposes.

( c )  (1) Specifications. The drug is in 
tablet form with each tablet containing 
100 milligrams or 200 milligrams of 
phenylbutazone.

(2) Sponsor. See No. 000010 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It  is used for 
the relief of inflammatory conditions as
sociated with the musculoskeletal system 
in dogs.

(ii) It  is administered to dogs at a 
dosage level of 20 milligrams per pound 
of body weight in three divided doses 
daily with the maximum dosage level

of 800 milligrams per day regardless of 
body weight. It  is used at a relatively 
high dosage level for the first 48 hours 
and then reduced gradually to a mainte
nance dosage level with the lowest dosage 
maintained at the level capable of pro
ducing the desired clinical response.

(iii) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(d) (1) Specifications. The drug is in 
tablet form with each tablet containing  
1 gram of phenylbutazone.

(2) Sponsor. See No. 011398 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
used for the relief of inflammatory con
ditions associated with the musculoskele
tal system in hors'es.

(ii) It  is administered orally to horses 
as a non-hormonal, antiinflammatory 
agent at a dosage level of 1 to 2 grams 
per 500 pounds of body weight daily but 
not to exceed 4 grams per animal daily.

(iii) Federal law restricts this drug 
to use by or on the order of a licensed 
veterinarian.

(iv) Not for use in horses intended for 
food.

(e) (1) Specifications. The drug is in 
tablet form with each tablet containing 
100 milligrams or 1 gram of phenylbuta
zone per tablet.

(2) Sponsor. See No. 000856 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It is used 
as an aid in relieving inflammation as
sociated with musculoskeletal conditions 
such as arthritides (osteoarthritis) in 
the horse and dogs and intervertebral 
disc syndrome in dogs.

(ii) It  is administered to dogs at a 
dosage level of 20 milligrams per pound 
of body weight in three divided doses 
daily with a maximum dosage level of 
800 milligrams per day regardless of body 
weight. Dosage should be reduced as 
symptoms regress. It  is used in horses 
at a dosage level of 2 to 4 grams per
1,000 pounds of body weight but not to 
exceed 4 grams per animal daily. The 
dosage should be gradually reduced to a 
maintenance dosage, the lowest dosage 
required to produce clinical response.

(iii) Not for use in horses intended for 
food.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(f) (1) Specifications, The drug is in 
tablet form with each tablet containing 
100 milligrams or 1 gram of phenylbuta
zone.

(2) Sponsor. See No. 000031 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It is used 
as an aid in the management of muscu
loskeletal conditions in dogs such as ar
thritides, osteoarthritis, and inflamma
tion associated with intervertebral disc 
syndrome.

(ii) It is administered orally to dogs at 
a dosage level of 20 milligrams per pound 
of body weight in three divided doses 
daily with a maximum dosage level of 
800 milligrams per day regardless of 
body weight. Dosage should be reduced 
as symptoms regress.

(iii) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(g) (1) Specifications. The drug is in 
tablet form with each tablet containing 
1 gram of phenylbutazone.

(2) Sponsor. See No. 000864 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It is used 
for the relief of inflammatory conditions 
associated with the musculoskeletal sys
tem in dogs and horses.

(ii) It  is administered orally at the 
following dosage levels:

(a) To dogs at 20 milligrams per pound 
of body weight in three divided doses 
daily, not to exceed dosage level of 800 
milligrams per day regardless of body 
weight.

)  (b) To horses at 1 to 2 grams per 500
pounds of body weight, not to exceed 
dosage level of 4 grams per day.

(c) Dosage should be reduced as symp
toms regress.

(iii) Not to be used in horses intended 
for food.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(h )  (1) Specifications. The drug is in 
tablet form with each tablet containing 
100 milligrams of phenylbutazone. ’

(2) Sponsor. See No. 011519 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It  is used for 
the relief of inflammatory conditions 
associated with the musculoskeletal sys
tem in dogs.

(ii) It is administered orally to dogs at 
a dosage level of 20 milligrams per pound 
of body weight in three divided doses 
daily given at 8 hour intervals with a 
maximum dosage level of 800 milligrams 
per day regardless of body weight.

(iii) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(i) (1) Specifications. The drug is in 
tablet form with each tablet containing 
1 gram of phenylbutazone.

(2) Sponsor. See No. 000591 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
indicated for the relief of inflammatory 
conditions associated with the musculo
skeletal system in horses.

(ii) It is administered orally to horses 
at a dosage level of 1 to 2 grams per-500 
pounds of body weight per day. The total 
daily dose should not exceed 4 grams per 
animal daily.

(iii) Not for use in horses intended for 
food.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed vet
erinarian.

(j )  (1) Specifications. The drug is in 
tablet form with each tablet containing 
100 milligrams of phenylbutazone.

(2) Sponsor. See No. 000591 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
indicated for the relief of inflammatory 
conditions associated with the musculo
skeletal system in dogs.

(ii) It  is administered orally to dogs 
at a dosage level of 20 milligrams per lb. 
of body weight in 3 divided doses daily. 
The total daily dose should not exceed
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800 milligrams per animal. The drug is 
used at a relatively high dosage level for 
the first 48 hours and then gradually re
duced to a maintenance dosage level ca
pable of producing the desired clinical 
response.

(iii) Federal law restrict the drug to 
use by or on the order of a licensed 
veterinarian. *
§ 520.1720b Phenylbutazone granules.

(a) Specifications. The drug is in gran
ular form with each 27-gram package 
containing 8 grams of phenylbutazone.

(b) Sponsor. See No. 017220 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used in 
horses for the relief of inflammatory 
conditions associated with the musculo
skeletal systemr

(2) It  is administered orally to horses 
at a rate of 1 to 2 grams per 500 pounds 
of body weight; dose is not to exceed 
4 grams daily. A relatively high dose is 
used for the first 48 hours. The dose is 
then reduced gradually to a maintenance 
level and is maintained at the lowest 
level capable of producing the desired 
clinical response.

(3) Treated animals should not be 
slaughtered for food purposes.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.1760 Phthalofyne (ablets.

(a) Specifications. Phthalofyne tablets 
contain 456 milligrams, 912 milligrams, 
and 2.28 grams of phthalofyne.

(b) Sponsor. See No. 011716 in § 510.- 
600 (c) of this chapter.

(c) Conditions of use. (1) The drug 
is used for the treatment of whipworm 
(Trichuris vulpis) infection in dogs.

(2) It  is recommended that dogs be 
fasted 24 hours prior to a single dose. The 
drug is administered at a level of one 
tablet of 456 milligrams per 5 pounds of 
body weight, one tablet of 912 milligrams 
per 10 pounds of body weight or one tab
let of 2.28 grams per 25 pounds of body 
weight. An alternative procedure of two 
doses each administered following light 
meals in morning and evening is recom
mended in obstinate cases. The same 
schedule, noted above, is used for each 
dose.
§ 520.1780 Piperacetazine tablets.

(a) Specifications. Each tablet con
tains 1 milligram of piperacetazine.

(b) Sponsor. See No. 011716 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It is used in 
dogs and cats as a tranquilizer, sedative, 
and antiemetic agent and for the symp
tomatic rehef of pruritis.

(2) Method of administration:
(i) Tranquilization. It is administered 

initially at the recommended average 
dosage level of 0.5 milligram per 10 
pounds of body weight (1 tablet for every 
20 pounds) repeated at 6- to 12-hour in
tervals for tranquilizing effect. Subse
quent doses and the intervals between 
them may be adjusted as indicated.

(ii) Sedation. When sedation is de
sired, the drug is administered at a dos
age level of 1 milligram (1 tablet) per

5 to 10 pounds of body weight. The tablets 
may be used as supportive therapy fol
lowing use of the drug in injectable form.

(3) It is not to be used in conjunction 
with organophosphates and/or procaine 
hydrochloride, because phenothiazines 
may potentiate the toxicity of organo
phosphates and the activity of procaine 
hydrochloride.

(4) For use only by or on the order of 
a licensed veterinarian.
§ 520.1801 Piperazine adipate.

(a) Specifications. The drug contains
98.5 percent minimum piperazine adi
pate.

(to) Sponsor. See No. 011769 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is administered to dogs and cats for the 
removal of ascarids {Toxocara canis and 
Toxascaris leonina) and in horses for the 
removal of ascarids (Parascaris equo- 
rum ), strongyles (Strongylus vulgaris), 
small strongyles, and pinworms (Oxyuris 
equi).

(2) Administer orally as a drench or 
in as much drinking water or feed as the 
animals will consume in one day at a 
dosage level of Vz oz. per 100 pounds of 
body weight to horses and at a dosage 
level of 1 gram per 18 pounds of body 
weight to dogs and cats.

(3) May be repeated at intervals of 3 
weeks should reinfection occur.

(4) Do not use in horses intended for 
food.
§ 520.1802 Piperaziiie-carbon disulfide 

complex with phenothiazine.
(a) Specifications. Each fluid ounce of 

piperazine-carbon disulfide complex with 
phenothiazine contains 5 grams of piper
azine-carbon disulfide complex and 0.83 
gram of phenothiazine. The piperazine- 
carbon disulfide complex is composed of 
equimolar parts of piperazine and carbon 
disulfide so that 1 gram of piperazine- 
carbon disulfide complex contains 530 
milligrams of piperazine and 470 milli
grams of carbon disulfide.,

(b) Sponsor. See No. 000009 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used 
for removing ascarids (large round- 
worms, Parascaris equorum), bots (Gas- 
trophilus spp.), small strongyles (Cyli-

(c) Sponsor. (1) See No. 011519 in 
§ 510.600(c) of this chapter for the spon
sor of the usage provided by paragraph
(d) (1) of this section.

(2) See No. 000007 in § 510.600(c) of 
this chapter for the sponsor of the usage 
provided by paragraph (d) (2) of this 
section.

(d) Conditions of use. (1) For treat
ment of legume (alfalfa, clover) bloat in 
cattle. Administer as a drench at the 
rate of 25 grams for animals up to 500 
pounds and 50 grams for animals over 
500 pounds of body weight.

(2) For control of legume (alfalfa, 
clover) bloat in cattle. Administer, in

costome spp.), large strongyles (.Stron
gylus spp.), and pinworms (Oxyuris equi) 
from horses and ponies.

(2) It  is administered by stomach 
tube or dose syringe at the rate of 1 
fluid ounce per 100 pounds of body 
weight.

(3) Treatment of debilitated and 
anemic animals is contraindicated and 
animals obviously sick with infectious 
diseases or currently or recently affected 
with gastrointestinal disorders such as 
colic, enteritis, and diarrhea should not 
be treated.

(4) For use only by or on the order of 
licensed veterinarian.
§ 520.1803 Piperazine citrate capsules.

(a) Specifications. Piperazine citrate 
capsules contain piperazine citrate 
equivalent to 140 milligrams of pipera
zine base in each capsule.

(b) Sponsor. See No. 000031 in § 510.- 
600(c) of this'chapter.

(c) Conditions of use. (1) It  is used 
in dogs and cats for the removal of large 
roundworms (Toxocara canis and Toxas
caris leonina).

(2) The contents of 1 capsule should 
be mixed with the food of the animal for 
each 5 pounds, or fraction thereof of 
body weight, except dogs weighing over 
25 pounds should be given the contents 
of 6 capsules. The drug should be mixed 
in Vz of the regular feeding and when

„ the animal has finished eating the dosed 
food, the remainder of the food may be 
given. Dogs and cats may be wormed at 
6 to 8 weeks of age. The first treatment 
should be repeated 10 days later. Rein
fection may occur. Repeat treatment if 
indicated.

(3) Severely debilitated animals 
should not be wormed except on the ad
vice of a veterinarian.
§ 520.1840 Poloxalene.

(a) Chemical name. Polyoxypropylene- 
polyoxyethylene glycol nonionic block 
polymer.

(b) Specifications. (1) M o l e c u l a r  
weight range: 2,850 to 3,150.

(2) Hydroxyl number: 35.7 to 39.4.
(3) Cloud point (10 percent solution): 

42° C.-46' C.
(4) Structural formula:

molasses block containing 6.6 percent 
poloxalene, at the rate of 0.8 oz. of block 
(1.5 grams poloxalene) per 100 lbs. of 
body weight per day.
§ 520.1900 Primidone tablets.

(a) Specifications. Primidone tablets 
contain primidone as the active in
gredient.

(b) Sponsor. See No. 000046 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
intended for use in dogs for control of 
convulsions associated with true epi
lepsy, epileptiform seizures, virus en
cephalitis, distemper, and hardpad 
disease.

HO (OHj-CHj-O) (U-U) (CH-CH,-0) (CH,-GH1-0) m_u)H
CH,
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(2) The drug is administered at a dos
age level of 250 milligrams of primidone 
for each 10 pounds of body weight per 
day. When convulsions are frequent, the 
daily dosage should be divided and given 
at intervals. The tablets may be admin
istered directly to the dog or crumbled 
and sprinkled on food.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.1920 Prochlorperazine, isopro- 

pamide sustained release capsules.
(a) Specifications. Prochlorperazine, 

isopropamide sustained release capsules 
contain either:

(1) 3.33 milligrams of prochlorpera
zine (as the dimaleate) and 1.67 milli
grams of isopropamide (as the iodide), 
or

(2) 10 milligrams of prochlorperazine 
(as the dimaleate) and 5 milligrams of 
isopropamide (as the iodide).

(b) Sponsor. See No. 011519 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used for the treatment of dogs in which 
gastrointestinal disturbances are associ
ated with emotional stress.

(2) (i) Capsules described in para
graph (a) (1) of this section are admin
istered orally to dogs weighing from 4 
to 15 pounds at the rate of 1 capsule 
twice daily. These capsules are adminis
tered orally to dogs weighing from 16 
to 30 pounds at the rate of 1 or 2 cap
sules twice daily. For dogs weighing less 
than 4 pounds, administer orally an ap
propriate fraction of the contents of one 
of these capsules.

(ii) Capsules described in paragraph
(a) (2) of this section are given to dogs 
weighing 30 pounds and over at the rate 
of 1 capsule twice daily.

(3) For use only by or on the order 
of a licensed veterinarian.
§ 520.1962 Promazine hydrochloride.

(a) Chemical name. 10-13-(Dimethyl- 
amino) propyll phenothiazine monohy
drochloride.

(b) Specifications. Conforms to N.F.xn.
(c) Sponsor. See No. 000856 in § 510.- 

600(c) of this chapter.
(d) {Reserved!
(e) Conditions of use. (1) The drug is 

used for quieting excitable, unruly, or 
intractable horses. It is administered at a 
dosage level of 0.45 to 0.9 milligrams of 
promazine hydrochloride per pound of 
body weight mixed with an amount of 
feed that will be readily consumed.

(2) Do not use in horses intended for 
food.

(3) Federal law restricts this drug to 
use by or on the order of a licensed veter
inarian.
§ 520.2002 Propiopromazine hydrochlo

ride.
(a ) Chemical name. 1-Propanone, 

l-[10-[3-(dimethylamino) propyl] phe- 
nothiazin-2-yl] -, monohydrochloride.

(b) Specifications. The drug is admin
istered in a chewable tablet containing 
10 or 20 milligrams of propiopromazine 
hydrochloride.

(c) Sponsor. See No. 013947 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The drug 
is intended for oral administration to 
dogs as a tranquilizer. It  is used as an 
aid in handling difficult, excited, and un
ruly dogs, and in controlling excessive 
kennel barking car sickness, and severe 
dermatitis. It is also indicated for use in 
minor surgery and prior to routine ex
aminations, laboratory procedures, and 
diagnostic procedures.

(2) It is administered at the rate of 
0.5 to 2 milligrams of propiopromazine 
hydrochloride per pound of body weight 
once or twice daily depending upon the 
degree of tranquilization desired.

Note: Not for use w ith  organophosphates 
and/or procaine hydrochloride, as phenothia
zine m ay potentiate the toxicity of organo
phosphates and the activ ity  of procaine h y 
drochloride. Overdosage m ay produce sig
n ificant depression.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 520.2022 Protokylol hydrochloride 

tablets.
(a) Specifications. The drug is in tab

let form with each tablet containing 0.5 
or 2 milligrams of protokylol hydro
chloride.

(b) Sponsor. See No. 000$59 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used in 
dogs and cats for the relief of bronchial 
spasm.

(2) It  is administered three times a 
day (after feeding) at a level of 2 to 
4 milligrams to dogs, 1 to 2 milligrams 
to cats, 0.5 to 1 milligram to puppies, and 
and 0.25 to 0.5 milligram to kittens.

(3) Federal law restricts this drug 
to use by or on the order of a licensed 
veterinarian.
§ 520.2043 Pyrantel pamoate suspen

sion.
(a) Specifications. Pyrantel pamoate 

suspension contains 50 milligrams of py
rantel base as pyrantel pamoate per 
milliliter.

(b) Sponsor. See No. 000069 in. § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used 
in horses and ponies for the removal and 
control of infections from the following 
mature parasites:

(1) Large strongyles (Strongylus vul
garis, Strongylus edentatus, Strongylus 
equinus),

(ii) Small strongyles (Trichonema sp., 
Triodontophorus) ,

(iii) Pinworms (Oxyuris), and
(iv) Large roundworms (Parascaris).
(2) It  is administered as a single dose 

at 3 milligrams of pyrantel base per 
pound of body weight mixed with the 
usual grain ration, or by stomach tube 
or dose syringe.

(3) It is recommended that severely 
debilitated animals not be treated with 
this drug.

(4) Not for use in horses and ponies to 
be slaughtered for food purposes.

(5) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

13851

§ 520.2045 Pyrantel tartrate powder; 
pyrantel tartrate peUets.

(a) Specifications. (1) Pyrantel tar- 
trate powder horse wormer contains 11.3 
percent and swine wormer 10.6 percent 
pyrantel tartrate.

(2) Pyrantel tartrate pellets colt and 
horse wormer contains 1.25 percent 
pyrantel tartrate.

(b) Sponsor. (1) See No. 000069 in 
§ 510.600(c) of this chapter for condi
tions of use provided for in paragraph
(d) (1) and (2) of this section.

(2) See No. 017800 in § 510.600(c) of 
this chapter, for conditions of use pro
vided for in paragraph (d) (3) of this 
section.

(c) Related tolerances. See § 556.560 
of this chapter.

(d) Conditions of use. It  is used in:
(1) Horses and ponies:

(1) For the removal and control of in
fections from the following mature para
sites: Large strongyles (.Strongylus vul
garis, Strongylus edentatus, Strongylus 
equinus), small strongyles (Trichonema 
spp., Triodontophorus), pinworms (Oxy
uris) , and large roundworms (Par- 
ascaris).

(ii) It  is administered as a single dose 
at 0.57 gram of pyrantel tartrate per 
100 pounds of body weight mixed with 
the usual grain ration.

(iii) It  is recommended that severely 
debilitated animals not be treated with 
this drug. Do not administer by stomach 
tube or dose syringe. The drug should 
be used immediately after the package 
is opened.

(iv) Warning: Not for use in horses 
and ponies to be slaughtered for food 
purposes.

(2) Swine:
(i) For the removal and control of 

large roundworms (Ascaris suum) and 
nodular worm (Oesophagostomum) in
fections.

(ii) It is added to feed at 0.4 gram 
pyrantel tartrate per pound of nonpel- 
leted ration. The ration is administered 
as a single treatment as the sole ration at 
the rate of 1 pound per 40 pounds of ani
mal weight for animals up to 200 pounds. 
Animals 200 pounds and over are admin
istered 5 pounds of ration per animal.

(iii) Fast pigs over night for optimum 
results. Water should be made available 
to animals during fasting and treatment 
periods. Consult veterinarian before us
ing in severely debilitated animals. The 
drug should be used immediately after 
the package is opened.

(iv) Warning: Do not treat within 24 
hours of slaughter.

(3) Horses and colts:
(i) For the removal and control of

infections from the following mature 
parasites: Large strongyles (Strongylus 
vulgaris, Strongylus edentatus, Stron
gylus equinus), small strongyles (Tricho
nema spp., Triodontophorus), pinworms 
(Oxyuris), and large roundworms (Para- 
scaris). „

(ii) It  is administered as a single dose 
at 12.5 milligrams of pyrantel tartrate 
per 2.2 pounds of body weight mixed with 
the usual grain ration.
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(iii) It is recommended that severely 
debilitated animals not be treated with 
this drug. ^

(iv) Warning: Do not use in horses or 
colts intended for food.
§ 520.2080 Ronnel.

(a) Chemical name. 0 ,0 -Dimethyl O-
(2,4,5-trichlorophenyl) phosphorothio-
ate.

(b) Sponsor. See No. 021930 in § 510.- 
600(c) of this chapter.

(c) Related tolerances. See 40 CFR 
180.177.

(d) Conditions of use. Administer to 
beef cattle and nonlactating dairy ani
mals as sole source of ronnel. Feed min
eral block containing 5.5 percent of 
ronnel at the rate of 0.25 pound per 100 
pounds of animal weight per month for 
not less than 75 days. Withdraw from 
dairy animals 10 days before calving. I f  
dairy cows or heifers freshen during 
medication, or if medication has not been 
withdrawn the required 10 days prior to 
freshening, milk must not be used for 
food for 10 days after the last treatment. 
Withdraw 10 days prior to slaughter. 
Labeling shall also include a warning 
that ronnel is a cholinesterase inhibitor. 
Do not use this product simultaneously 
or within a few days before or after 
exposure to cholinesterase inhibiting 
drugs, pesticides, or chemicals.
§ 520.2100 Selenium, vitamin E cap

sules.
(a) Specifications. The capsules con

tain 2.19 milligrams of sodium selenite 
(equivalent to 1 milligram of selenium) 
and 56.2 milligrams of vitamin E (68 
I.U.) (as d-alpha tocopheryl acid suc
cinate) or 0.548 milligram of sodium sele
nite (equivalent to .25 milligram of 
selenium and 14 milligrams of vitamin E 
(17 I.U.) (as d-alpha tocopheryl acid 
succinate.)

(b) Sponsor. See No. 000845 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
intended for use as an aid in alleviating 
and controlling inflammation, pain, and 
lameness associated with certain arthrop
athies in dogs.

(2) The capsules are administered 
orally with the larger capsules admin
istered at a dosage level of 1 capsule per 
20 pounds of body weight to a maximum 
of 5 capsules with the dosage repeated 
at 3 day intervals until a satisfactory 
therapeutic response is observed. A 
maintenance dosage is then administered 
consisting of 1 capsule per 40 pounds of 
body weight, with a minimum of 1 cap
sule per 40 pounds of body weight, with a 
minimum of 1 capsule, given every 3 
days, or 7 days, or longer, as required to 
maintain improvement or an asympto
matic condition. For dogs under 20 
pounds of body weight, the small cap
sules are administered orally at a dosage 
level of 1 per 5 pounds of body weight 
with a minimum of 1 capsule which dos
age is repeated at 3 day intervals until a 
satisfactory response is observed then a 
maintenance regimen is initiated with 1 
capsule per 10 pounds of body weight, 
minimum of 1 capsule, every 3 days, or 
7 days, or longer as required to maintain
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continued improvement or an asympto
matic condition.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.2122 Spectinomycin dihydrochlo

ride oral solution.
(a) Specifications. The spectinomycin 

dihydrochloride pentahydrate used in 
manufacturing the drug is the antibiotic 
substance produced by growth of Strep- 
tomyces fiavopersicus (var. Abbott) or 
the same antibiotic substance produced 
by any other means. The drug is pack
aged as an aqueous solution containing 
50 milligrams of spectinomycin activity 
per milliliter.

(b) Sponsors. (1) See No. 043731 in 
§ 510.600(c) of this chapter.

(2) See No. 013947 in § 510.600(c) of 
this chapter.

(c) Conditions of use. (1) It is used 
for the treatment and control of infec
tious bacterial enteritis (white scours) 
associated with E. coli in pigs under 4 
weeks of age.

(2) It  is administered orally at the 
rate of 50 milligrams per 10 pounds body 
weight twice daily for 3 to 5 days.

(3) Do not administer to pigs over 15 
pounds body ̂ weight or over 4 weeks of 
age. Do not administer within 21 days of 
slaughter.
§ 520.2123 Spectinomycin dihydrochlo

ride pentahydrate oral dosage forms.
§ 520.2123a Spectinomycin dihydro

chloride pentahydrate tablets.
(a) Specifications. The spectinomycin 

dihydrochloride pentahydrate used in 
manufacturing the drug is the antibiotic 
substance produced by growth of 
Streptomyces fiavopersicus (var. Abbott) 
or the same antibiotic substance pro
duced by any other means.

(b) Sponsor. See No. 043731 in § 510.- 
600(c) of this chapter.

(q) Special considerations. The 
quantities of spectinomycin cited in this 
section refer to the equivalent weight of 
base activity for the drug.

(d) Conditions of use. (1) The tablets 
are administered orally to dogs in the 
treatment of infectious diarrhea and 
gastroenteritis caused by organisms sus
ceptible to spectinomycin.

(2) The drug is administered orally to 
provide 10 milligrams per pound of body 
weight twice daily. The tablets may be 
placed in the animal’s mouth or crushed 
and administered in milk or in the feed. 
Dosage may be continued for 4 consec
utive days. Should no improvement be 
observed, discontinue drug and redeter
mine diagnosis.
' (3) Federal law restricts this drug to 

use by or on the order of a licensed vet-, 
erinarian.
§ 520.2123b Spectinomycin dihydro

chloride pentahydrate soluble 
powder.

(a) Specifications. The spectinomycin 
dihydrochloride pentahydrate used in 
manufacturing the drug is the antibiotic 
substance produced by growth of Strep
tomyces fiavopersicus (var. Abbott) or

the same antibiotic substance produced 
by any other means.

(b) Sponsor. See No. 043731 in § 510.- 
600(c) of this chapter.

(c) Special considerations. The quan
tities of spectinomycin cited in this sec
tion refer to the equivalent weight of 
base activity for the drug.

(d) Related tolerances. See § 556.600 
of this chapter.

(e) Conditions of use. (1) It  is admin
istered in the drinking water of growing 
ehickens at 2 grams of spectinomycin per 
gallon of water as the only source of 
drinking water for the first 3 days of life 
and for 1 day following each vaccination 
It is administered as an aid in the preven
tion or control of losses due to CRD as
sociated with M. gallisepticum (PPLO) . 
Do not administer to laying chickens. Do 
not administer within 5 days of slaughter.

(2) It  is administered in the drinking 
water of floor-raised broiler chickens at 
0.5 gram of spectinomycin per gallon of 
water as the only source of drinking 
water for the first 3 days of life and for 1 
day following each vaccination. It is ad
ministered for increased rate of weight 
gain and improved feed efficiency. Do not 
administer to laying chickens. Do not ad
minister within 5 days of slaughter.

(3) It  is administered in drinking 
water of broiler chickens at 1 gram of 
spectinomycin per gallon of water as 
the only source of drinking water for 
the first 3 to 5 days of life as an aid in 
controlling infectious synovitis due to 
Mycoplasma synoviae. Do not administer 
to laying chickens. Do not administer 
within 5 days of slaughter.
§ 520.2160 Styrylpyridinium, die thy 1- 

carbamazine tablets.
(a) Chemical names. Styrylpyridin-

ium: 2- (p-chlorostyryl) -1-methylpyri-
.dinium. Diethylcarbamazine: 2V,2V-dieth- 
yl-4-methyl-1 -piperazinecarboxamide.

(b) Specifications. Each tablet con
tains 50 milligrams of styrylpyridinium 
chloride and 60 milligrams of diethyl
carbamazine citrate.

(c) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) Use in dogs 
as an aid in the control of large round- 
worms (.Toxocara canis) and hookworms 
(Ancylostoma caninum), and in the pre
vention of heartworm disease (Dirofilaria 
immitis).

(2) Administer orally at a rate of one 
tablet per 20 pounds of body weight per 
day.

(3) Do not use in dogs that may be 
infected, with heartworms.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.2162 Styrylpyridinium chloride, 

diethylcarbamazine (as base).
(a) Chemical name. (1) For styryl

pyridinium chloride: 2-(p-Chlorostyryl- 
1-methylpyridinium chloride.

(2) For diethylcarbamazine: NJV- 
Diethyl - 4 - methyl-1-piperazinecarbox
amide.

(b) Specifications. Each cubic centi
meter of the drug contains 50 milligrams
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of styrylpyridinium chloride and 30 mil
ligrams of diethylcarbamazine (as base).

(c) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) It  is used 
or intended for use by oral administra
tion to dogs for the control of hook
worms (Ancylostoma caninum) and 
roundworms (Toxocara canis) and as an 
aid in the prevention of heartworm dis
ease (Dirofilaria immitis).

(2) During period of exposure to 
heartworm, hookworm, and/or round- 
worm infection, administer the drug in 
food daily at 1 cubic centimeter per 20 
pounds of body weight. Periodic exami
nations for hookworms, large round- 
worms, and heartworms should be made 
to assure that medication is given prop
erly. Dogs with established heartworm 
infections should not be treated with the 
drug until they have been converted to a 
negative status. Administration to heart- 
worm infected dogs may cause adverse 
reactions due to pulmonary occlusion.

(3) For use only by or on the order 
of a licensed veterinarian.
§ 520.2184 Sodium sulfachloropyra- 

zine monohydrate.
(a) Chemical name. 2-Sulfamido-6- 

chloroxyrazine, sodium.
(b) Sponsor. See Nos. 010042 and 

000003 in § 510.600(c) of this chapter.
(c) Related tolerances. See § 556.625 of 

this chapter.
(d) Conditions of use. It is used in 

the drinking water of broilers, breeder 
flocks, and replacement chickens as fol
lows:

(1) Amount. 0.03 percent.
(2) Indications for use. Treatment of 

coccidiosis.
(3) Limitations. Administer in drink

ing water for 3 days as sole source of 
drinking water and sulfonamide medi
cation; withdraw 4 days prior to slaugh
ter; not to be administered to chickens 
producing eggs for human consumption.
§ 520.2200 Sulfachlorpyridazine oral 

dosage forms.
§ 520.2200a Sulfachlorpyridazine, bolus.

(a) Chemical name. N'-6-Chloro-3- 
pyridazinyl) sulfanilamide.

(b) Specifications. Melting point range: 
190° C. to 191° C.

Cc) Sponsor. See No. 000003 in § 510.600
(c) of this chapter.

(d) Related tolerances. See § 556.630 
of this chapter.

(e) Conditions of use. It  is used in 
calves as follows:

(1) Amount. 30 to 45 milligrams .per • 
pound body weight per day.

(2) Indications for use. Treatment of 
diarrhea caused or complicated by E. 
coli (colibacillosis).

(3) Limitations. Administer in a bolus 
containing-2 grams of sulfachlorpyrida
zine for 1 to 5 days in divided doses twice 
daily; treated calves must not be slaugh
tered for food during treatment or for 
7 days after the last treatment.

§ 520.2200b Sulfachlorpyridazine medi
cated milk and drinking water.

(a) Chemical name. N'-(6-Chloro-3- 
pyridazinyl) sulfanilamide.

(b) Specifications. Melting point 
range: 190° C. to 191°C.

(c) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(d) Related tolerances. See § 556.630 
of this chapter.

(e) Conditions of use. It  is used as 
follows:

(1) Calves— (i) Amount. 30 to 45 milli
grams per pound body weight per day.

(ii) Indications for use. Treatment of 
diarrhea caused or complicated by E. 
coli (colibacillosis) .

(iii) Limitations. Administer as the 
sodium salt of sulfachlorpyridazine in 
milk or milk-replacer formulations for 
1 to 5 days in divided doses twice daily; 
treated calves must not be slaughtered 
for food during treatment or for 7 days 
after the last treatment.

(2) Swine— (i) Amount. 20 to 35 milli
grams per pound body weight per day.

(a) Indications for use. Treatment of 
diarrhea caused or complicated by E. 
coli (colibacillosis).

(b) Limitations. Administer as the so
dium salt of sulfachlorpyridazine in 
drinking water for 1 to 5 days; for indi
vidual treatment, administer orally in 
divided doses twice daily; treated swine 
must not be slaughtered for food during 
treatment or for 4 days after the last 
treatment.

(ii) Amount. 20 to 35 milligrams per 
pound body weight per day.

(a) Indications for use. Treatment of 
diarrhea caused or complicated by E. 
coli (colibacillosis).

(b) Limitations. Administer individ
ually in an oral suspension containing 50 
milligrams of sulfachlorpyridazine per 
milliliter in divided doses twice daily for 
1 to 5 days; treated swine must not be 
slaughtered for food during treatment or 
for 4 days after the last treatment.
§ 520.2220 Sulfadimethoxine oral dos

age forms.
§ 520.2220a Sulfadimethoxine drinking 

water and drench.
(a) Chemical name. N'-(2,6-Dime- 

thoxy-4-pyrimidinyl) sulfanilamide.
(b) Sponsors. Firms identified by 

numbers in § 510.600(c) of this chapter 
have been granted approvals for specific 
conditions of use as indicated in para
graph (e) of this section as follows:

(1) To 000004: approval for use as in 
paragraph (e) CD, (2) and (3).

(2) [Reserved]
(3) [Reserved]
(4) [Reserved]
(c) Special considerations. Chickens 

and turkeys that have survived fowl 
cholera outbreaks should not be kept for 
replacements or breeders.

(d) Related tolerances. See § 556.640 
of this chapter.

(e) Conditions of use. It  is used as 
follows:

(1) Broiler and replacement chickens 
only, (i) Amount. 1.875 (0.05 percent) 
grams per gallon.

(ii) Indications for use. Treatment of 
disease outbreaks of coccidiosis, fowl 
cholerar and infectious coryza.

(iii) Limitations. Administer for 6 con
secutive days; do not administer to 
chickens over 16 weeks of age; as sole 
source of drinking water and sulfona
mide medication; as sulfadimethoxine 
solution or sulfadimethoxine soluble so
dium salt; withdraw 5 days before 
slaughter.

(2) Meat-producing turkeys only, (i) 
Amount. 0.938 (0.025 percent) grams per 
gallon.

(ii) Indications for use. Treatment of 
disease outbreaks of coccidiosis and fowl 
cholera.

(iii) Limitations. Administer for 6 con
secutive days; do not administer to tur
keys over 24 weeks of age; as sole source 
of drinking water and sulfonamide medi
cation-; as sulfadimethoxine solution or 
sulfadimethoxine soluble sodium salt; 
withdraw 5 days before slaughter.

(3) Dairy calves, dairy heifers, and 
beef cattle only, (i) Amount. 1.18 to 
2.36 (0.931 to 0.062 percent) grams per 
gallon.

(ii) Indications for use. Treatment of 
shipping fever complex, bacterial pneu
monia, calf diphtheria, and foot rot.

(iii) Administer 2.5 grams per 100 
pounds of body weight for first day, then 
1.25 grams per 100 pounds of body weight 
per day for the next 4 consecutive days; 
in drinking water or drench; available as 
a sulfadimethoxine soluble powder or a
12.5 percent sulfadimethoxine sodium so
lution (3.75 grams sulfadimethoxine per 
fluid ounce); if no improvement within 2 
to 3 days, reevaluate diagnosis; do not 
treat beyond 5 days; withdraw 7 days be
fore slaughter.
§ 520.2220b Sulfadimethoxine tablets 

and boluses.
(a) Chemical name. N'-(2-6-Dime- 

thoxy-4-pyrimidinyl) sulfanilamide.
(b) Sponsors. Firms identified by 

•numbers in § 510.600(c) of this chapter 
have been granted approvals for specific 
conditions of use as indicated in para
graph (e) of this section as follows;

(1) To 000004: approval for use as in 
paragraph (e) (1) of this section.

(2) To 011825: approval for use as in 
paragraph (e) (2) (i) of this section.

(3) To 011716: approval for use as in 
paragraph (e) (2) (ii) of this section.

(4) To 000859: approval for use as in 
paragraph (e) (2) (i) of this section, for 
dogs only.

(c) [Reserved]
(d) Related tolerances. See § 556.640 

of this chapter.
(e) It is used as follows:
(1) Cattle— (i) Amount. 1.25 to 2.5 

grams per 100 pounds body weight.
(ii) Indications for use. Treatment of 

foot rot, bacterial pneumonia, shipping 
fever, and calf diphtheria.

(iii) Limitations. Administer 2.5 grams 
per 100 pounds body weight for
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1 day followed by 1.25 grams per 100 
pounds body weight per day; treat from 
4 to 5 days; do not administer within 7 
days of slaughter; milk that has been 
taken from animals during treatment 
and 60 hours (5 milkings) after the latest 
treatment must not be vised for food.

(2) Dogs and cats— (i) Amount. 1.25 
to 2.5 grams per 100 pounds of body 
weight.

(a) Indications for use. For treatment 
of respiratory infections, genitourinary 
tract infections, enteritis and soft tissue 
infections in dogs and cats when caused 
by streptococci, staphylococci, escheri- 
chia, salmonella or shigella organisms 
sensitive to sulfadimethoxine and for the 
treatment of canine bacterial enteritis 
associated with coccidiosis and canine 
salmonellosis.

(b) Limitations. Administer 2.5 milli
grams per pound of body weight followed 
by 12.5 milligrams per pound of body 
weight daily thereafter for 3 to 5 days; 
in most cases 3 to 5 days of treatment is 
adequate; however, treatment should be 
continued until the animal is without 
clinical signs for 48 hours; animals must 
maintain adequate water intake during 
treatment; for use by or on the order of 
a licensed veterinarian.

(ii) Amount. 12.5 to 25 milligrams per 
pound body weight.

(a) Indications for use. Treatment of 
sulfadimethoxine-susceptible bacterial 
infections.

(b) Limitations. Administer 25 milli
grams per pound body weight for first 
day followed by 12.5 milligrams per 
pound body weight per day until the 
animal is free of symptoms for 48 hours, 
for vise only by or on the order of a 
licensed veterinarian.
§ 520.2220c Sulfadimethoxine oral sus

pension.
(a) Chemical name. N'-(2,6-Dime- 

thoxy-4-pyrimidinyl) sulfanilamide.
(b) Specifications. Each milliliter of 

the drug contains 50 milligrams of sulfa- 
dimethoxine.

(c) Sponsor. See Nos. 000004 and 
011716 in § 510.600(c) of this chapter.

(1) It  is intended for use in the treat
ment of sulfonamide susceptible bacte
rial infections in dogs and cats and 
enteritis associated with coccidiosis in 
dogs.

(2) On the first day of treatment ad
minister an oral dose of 25 milligrams 
per pound of body weight, then follow 
with a daily dosage of 12.5 milligrams 
per pound of body weight. Length of 
treatment will depend upon clinical re
sponse. Continue treatment until pa
tient is asymptomatic for 48 hours. Main
tain adequate water intake during the 
treatment period.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 520.2240 Sulfaethoxypyridazine.
§ 520.2240a Sulfaethoxypyridazine

drinking water.
(a) Chemical name., N'-(6-Ethoxy-3- 

pyridazinyl) sulfanilamide.
(b) Specifications. Melting point range 

of 180° C. to 186°C.
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(c) Sponsor. See No. 010042 in § 510.600
(c) of this chapter.

(d) Related tolerances. See § 556.650 
of this chapter.

(e) Conditions of use. It is used as 
follows:

(1) Swine— (i) Amount. 1.9 to 3.8 
grams per gallon (0.05 percent to 0.1 per
cent) .

(ii) Indications for use. Treatment of 
bacterial scours pneumonia enteritis, 
bronchitis, septicemia accompanying Sal
monella cholerasuis infection.

(iii) Limitations. Administer 3.8 grams 
per gallon for first day followed by 1.9 
grams per gallon for not less than 3 days 
nor more than 9 days as sodium sulfa
ethoxypyridazine; do not treat within 
10 days of slaughter; as sole source of 
sulfonamide; for use by or on the order 
of a licensed veterinarian.

(2) Cattle— (i) Amount. 2.5 grams per 
gallon (0.066 percent).

(ii) Indications for use. Treatment of 
respiratory infections (pneumonia, ship
ping fever), foot rot, calf scours; as ad
junctive therapy in septicemia accom
panying mastitis and metritis.

(iii) Limitations. Administer at the 
rate of 1 gallon per 100 pounds of body 
weight per day for 4 days; as sodium 
sulfaethoxypyridazine; do not treat 
within 16 days of slaughter; as sole 
source of sulfonamide; for use by or on 
the order of a licensed veterinarian; milk 
that has been taken from animals dur
ing treatment and for 72 hours (6 milk
ings) after latest treatment must not 
be used for food.
§ 520.2240b Sulfaethoxypyridazine tab

lets.
(a) Chemical name. N'-(6-Ethoxy-3- 

pyridazinyl) sulfanilamide.
(b) Specifications. Melting point range 

of 180° C. to 186° C.
(c) Sponsor. See No. 010042 in § 510.- 

600(c) of this chapter,
(d) Related tolerances. See § 556.650 

of this chapter.
(e) Conditions of use. It  is used for 

cattle as follows;
(1) Amount. 2.5 or 15 grams per tablet.
(1) Indications for use. Treatment of 

respiratory infections (pneumonia, ship
ping fever), foot rot, calf scours; as 
adjunctive therapy in septicemia accom
panying mastitis and metritis.

(ii) Limitations. Administer 25 milli
grams per pound of animal weight per 
day for 4 days; do not treat within 16 
days of slaughter; as sole source of sul
fonamide; milk that has been taken from 
animals during treatment and for 72 
hours (6 milkings) after the latest treat
ment must not be used for food; for use 
only by or on the order of a licensed 
veterinarian.

(2) Amount. 15-gram controlled re
lease tablets.

(i) Indications for use. Treatment of 
foot rot and respiratory infections (ship
ping fever and pneumonia) caused by 
sulfonamide-susceptible pathogens (E. 
coli, streptococci, staphylococci, Sphae- 
rophorus necrophorus and Gram-nega
tive rods including Pasteurella) ;  for use 
prophylactically in cattle during periods

of stress for reducing losses due to sul
fonamide sensitive disease conditions.

(ii) Limitations. Administer 100 milli
grams per pound of body weight; do not 
treat within 16 days of slaughter; as sole 
source of sulfonamide; not for use in 
lactating dairy cows; Federal law re
stricts this drug to use by or on the order 
of a licensed veterinarian.
§ 520.2260 Sulfamethazine tablets and 

bolus.
(a) Chemical name. N'-(4,6-Dimeth- 

yl-2-pyrimidinyl) sulfanilamide.
(b) Sponsor. See No. 011519 in § 510.- 

600(c) of this chapter.
(c) Related tolerances. See § 556.670 of 

this chapter.
(d) Conditions of use. It  is used for 

oral administration to nonlactating cattle 
as follows:

(1) Amount. 22.5 grams per bolus.
(2) Indications for use. For treatment 

of infectious disease in which the causa
tive organism is sensitive to sulfametha
zine; for the prevention of bacterial in
fections associated with hemorrhagic 
septicemia (shipping fever complex).

(3) Limitations. One bolus per each 185 
to 200 pounds of body weight; do not 
slaughter for food within 21 days of 
treatment; Federal law restricts this drug 
to use by or on the order of a licensed 
veterinarian.
§ 520.2280 Sulfamethizole and methe- 

namine mandelate tablets.
(a) Specifications. Each tablet con

tains 250 milligrams of sulfamethizole 
and 250 milligrams of methenamine 
mandelate.

(b) Sponsor. See No. 000046 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug Is 
indicated for the treatment of urinary 
tract infections in dogs and cats such as 
cystitis, nephritis, prostatitis, urethritis, 
and pyelonephritis. It  is also used as an 
aid in tide management of complications 
resulting from surgical manipulations of 
the urinary tract such as removal of 
calculi from the bladder, in ureterosto
mies, and in instrumentation of the 
urethra and bladder.

(2) It  is administered at a dosage level 
of one tablet for each 20 pounds of body 
weight given three times per day. The 
drug should be given until all signs are 
alleviated. To reduce the possibility of 
a relapse, it is suggested that therapy be 
continued for a further period of a week 
to 10 days.

(3) Federal law restricts this drug to 
use by or on the order o f a licensed vet
erinarian.
§ 520.2300 Sulfamethoxypyri d az i ne  

tablets.
(a) Chemical name. N 1- (6-methoxy- 

3-pyridazinyl) sulfanilamide.
(b) Specifications. Each tablet con

tains 250 or 500 milligrams of the drug.
(c) Sponsor. See No. 000071 in § 510.- 

600(c) of this chapter.
(d) Conditions of use. (1) It  is in

tended for use in dogs and cats for 
sulfa-susceptible gram-positive and 
gram-negative bacterial infections.
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(2) It  is administered orally at the 
rate of 20 to 30 milligrams per pound of 
body weight daily. Doses exceeding these 
amounts are not recommended. Length 
of treatment will depend upon clinical 
response. Continue treatment until pa
tient is asymptomatic for 48 hours. 
Maintain adequate water intake during 
prolonged administration. Discontinue 
drug if toxic reactions occur. Not for use 
in animals which are raised for food 
production.

(3) For use only by or on the order of 
a licensed veterinarian^
§ 520.2301 Acetyl sulfamethoxypyrida- 

zine oral suspension.
(a) Chemical name. N1-acetyl-N1-(6- 

methoxy-3-pyridazinyl) sulfanilamide
(b) Specifications. Each 5 milliliters of 

suspension contains 250 njjlligrams of 
sulf amethoxypyridazine.

(c) Sponsor. See No. 000071 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) It  is in
tended for use in dogs and cats for sulfa- 
susceptible gram-positive and gram
negative bacterial infections.

(2) It  is administered orally at the 
rate of 20 to 30 milligrams per pound of 
body weight daily. Doses exceeding these 
amounts are not recommended. Length 
of treatment will depend upon clinical 
response. Continue treatment until pa
tient is asymptomatic for 48 hours. Main
tain adequate water intake during pro
longed administration. Discontinue drug 
if toxic reactions occur. Not for use in 
animals which are raised fpr food 
production.

(3) For use only by or on the order ol 
a licensed veterinarian.
§ 520.2320 Sulfanitran and aklomide in 

combination.
(a) Chemical names. (1) Sulfanitran: 

Acetyl- (p-nitrophenyl ) -sulfanilamide.
(2) Aklomide: 2-Chloro-4-nitrobenza- 

mide. ....
(b) Specifications. (1) Sulfanitran 

conforms to the following specifications:
(1) Melting point range: 260° C. to 

261° C.
(ii) Assay (by sodium nitrite titra

tion) : 97 to 100.5 percent.
(iii) Moisture (method No. 5.96 “Offi

cial Methods of Analysis of the Associa
tion of Official Agricultural Chemists,” 1 
8th edition, 1955, p. 64) : Not more than
2.0 percent.

(iv) Molecular weight: 335.34.
(v ) Soluble in 0.1N sodium hydroxide, 

reprecipitating unchanged on acidifi
cation.

(2) Aklomide conforms to the follow
ing specifications:

(i) Minimum melting point: 170° C.
(ii) Moisture content: Not to exceed

1.0 percent.
(iii) Purity: Not less than 98 percent 

on an anhydrous basis.
(c) Sponsor. See No. 017210 in § 510.- 

600(c) of this chapter.
(d) Related tolerances. See §§ 556.30 

and 556.680 of this chapter.

1 Copies m ay be obtained: Association of 
official analytical chem ists, P.O. Box 540, B en 
jam in  F ra n k lin  Station , W ashington, D C  
20044.

(e) Conditions of use. It  is used in the 
drinking water of chickens as follows:

(1) Amount. 374-747 milligrams of sul
fanitran with 477-954 milligrams of ak
lomide.

(2) Indications for use. As an aid in the 
treatment of coccidiosis caused by E. 
tenella, E. necatrix, and E. acervulina.

(3) Limitations. Administer for 2 days 
at 747 milligrams of sulfanitran per gal
lon and 954 milligrams of aklomide per 
gallon, followed by 5 days at 374 milli
grams of sulfanitran per gallon and 477 
milligrams of aklomide per gallon; do not 
treat birds over 6 weeks of age; do not 
administer within 5 days of slaughter; 
not for laying chickens.
§ 520.2362, Thenium closylate tablets.

(a) Chemical name. (N,N-Dimethyl- 
N-2 - phenoxyethyl - N - 2' - thenylammo- 
nium) -p-chlorobenzenesulfonate.

(b) Specifications.—Thenium closy
late tablets contain thenium closylate 
equivalent to 500 milligrams thenium as 
base in each tablet.

(c) Sponsor. See No. 011492 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The Tab
lets are administered orally to dogs as a 
single day treatment of canine ancylos
tomiasis by the removal from the intes
tines of the adult forms of the species 
Ancylostoma caninum and Uncinaria 
stenocephala (hookworms). Dogs weigh
ing 10 pounds and over are administered 
1 tablet as a single dose. Dogs weighing 
5 to 10 pounds are administered one-half 
tablet twice during a single day. All 
dosages are given for 1 day only. The 
treatment should be repeated after 2 or 
3 weeks.

(2) Suckling puppies or recently 
weaned puppies weighing less than 5 
pounds should not be treated with the 
drug, Animals that are severely infected, 
exhibiting evidence of intestinal hemor
rhage, debilitation, and anemia, should 
be given supportive treatment.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.2380 Thiabendazole oral dosage 

forms.
§ 520.2380a Thiabendazole lop dressing 

and mineral protein feed block.
(a) Chemical, name. 2-(4-Thiazolyl)- 

benzimidazole.
(b) Specifications. Conforms to N.F. 

XII.
(c) Sponsor. (1) See No. 017800 in 

§ 510.600(c) of this chapter for the spon
sor of the usage provided by paragraph
(e) (1) of this section.

(2) See No. 000006 in § 510.600(c) of 
this chapter for the sponsor of the usages 
provided for by paragraph (e) of this 
section and §§ 520.2380b and 520.2380c.

(3) See No. 021930 in § 510.600(c) of 
this chapter for the sponsor of the usage 
provided for by paragraph (e) (2) of this 
section.

(d) Related tolerances. See § 556.730 
of this chapter.

(e) Conditions of use. It  is used as 
follows:

(1) Horses— (i) Route of administra
tion. In feed, as a top dressing.

(a) Amount. 2 grams per 100 pounds 
of body weight.

(b) Indications for use. For control of 
large strongyles, small strongyles, pin- 
worms, and threadworms (including 
members of the genera Strongylus, Cy- 
athostomum, Cylicobrachytus, and re
lated genera, Craterostomum, Oesopha- 
godontus, Poteriostomum, Oxyuris, and 
Strongyloides).

(c) Limitations. Add to the usual feed 
of horses mixed into that amount of the 
feed normally consumed at one feeding. 
Warning: Not for use in horses intended 
for food.

(ii) Route of administration. In feed.
(a) Amount. 2 grams per 100 pounds 

of body weight.
(1) Indications for use. For control of 

large and small strongyles, Strongyloides, 
and pinworms of the genera Strongylus, 
Cyathostomum, Cylicobrachytus and re
lated genera, Craterostomum, Oesopha- 
godontus, Poteriostomum, Oxyuris, 
Strongyloides, and Parascaris.

(2) Limitations. Administer in a single 
dosage mixed with the normal grain 
ration given at one feeding. Warning: 
Not for use in horses intended for food.

(b) Amount. 4 grams per 100 pounds 
of body weight.

(1) Indications for use. For control of 
ascarids of the genera Strongylus, Cy
athostomum, Cylicobrachytus and re
lated genera, Craterostomum, Oesopha- 
godontus, Poteriostomum, Oxyuris, 
Strongyloides, and Parascaris.

(2) Limitations. Administer in a single 
dosage mixed with the normal grain ra
tion given at one feeding. Warning: Not 
for use in horses intended for food.

(2) Cattle— (i) Route of administra
tion. In feed block.

(ii) Amount. 3.3 percent consumed at 
the recommended level of 0.11 pound per 
100 pounds of body weight per day.

(iii) Indications for use. For control 
of infections of gastrointestinal round
worms (members of the genera Tricho- 
strongylus, Haemonchus, Ostertagia and 
Cooperia species).

(iv) Limitations. Administer to cattle 
on pasture or range accustomed to min
eral protein block feeding for 3 days when 
3.3/percent is consumed at the recom
mended level of 0.11 pound per 100 
pounds of body weight per day. Milk 
taken from animals during treatment 
and within 96 hours (8 milkings) after 
the latest treatment must not be used for 
food. Do not treat cattle within 3 days 
of slaughter. For a satisfactory diagno
sis, a microscopic fecal examination 
should be performed by a veterinarian 
or diagnostic laboratory prior to worm
ing. Animals maintained under condi
tions of constant worm exposure may re
quire re-treatment within 2 to 3 weeks. 
Animals that are severely parasitized, 
sick-, or off feed should be isolated and 
a veterinarian consulted for advice con
cerning treatment.
§ 520.2380b Thiabendazole drench or 

oral paste.
(a) Chemical name. 2-(4-Thiazolyl) 

benzimidazole.
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(b) Specifications. Conforms to N.F.
xn.

(c) Sponsor. (1) See No. 017800 in 
§ 510.600(c) of this chapter for the spon
sor of the usage provided by § 520.2380a
(e )(1 ). >

(2) See No. 000006 in § 510.600(c) of 
this chapter for the sponsor of the usages 
provided for by paragraph (e) of this 
section and § 520.2380c.

(3) See No. 021930 in § 510.600(c) of 
this chapter for the sponsor of the usage 
provided for by § 520.2380a(e) (2).

(d) Reldted tolerances. See § 556.730 
of this chapter.

(e) Conditions of use. It  is used as fol
lows:

(1) Horses. As a single liquid oral dose, 
as a drench or administered by stomach 
tube.

(1) Amount. 2 grams per 100 pounds of 
body weight.

(a) Indications for use. Control of in
fections with Strongylus spp., Cyathos- 
tomum spp., Cylicobrachytus spp.,' and 
related genera: Craterostomum spp., 
Oesophagodontus spp., Poteriostomum 
spp., Oxyuris spp., and Strongyloides 
spp.

(b) Limitations. Not for use in horses 
to be slaughtered for food purposes; for 
use only by or on the order of a licensed 
veterinarian.

(ii) Amount. 4 grams per 100 pounds 
of body weight.

(a) Indications for use. Control of in
fections of gastrointestinal ascarids 
(genera Parascaris spp.).

(b) Limitations. Not for use in horses 
to be slaughtered for food purposes; for 
use only by or on the order of a licensed 
veterinarian.

(2) Pigs. As an oral paste.
(i) Amount. 200 milligrams for each 

5 to 7 pounds of body weight per dose.
(ii) Indications for use. For control of 

infections with Strongyloides ransomi. 
These infections are commonly found in 
Southeastern United States.

(iii) Limitations. Administer to baby 
pigs (1 to 8 weeks of age). Treatment 
may be repeated in 5 to 7 days if neces
sary. Before treatment, obtain an 
accurate diagnosis from a veterinarian or 
diagnostic laboratory. Do not treat within 
30 days of slaughter.

(3) Cattle. Orally in paste form using 
a dosing gun designed for the product.

(i) Amount. 3 grams per 100 pounds of 
body weight.

(a) Indications for rise. For Tricho- 
strongylus spp., Haemonchus spp., 
Neamtodirus spp., Ostertagia spp., and 
Oesophagostomum radiatum.

(b) Limitations. For most effective re
sults, severely parasitized animals or 
those constantly exposed to helminth in
fection should be re-treated every 2 to 
3 weeks. Milk taken from treated animals 
within 96 hours (8 milkings) after the 
latest treatment must not be used for 
food. Do not treat cattle within 3 days of 
slaughter. For a satisfactory diagnosis, 
a microscopic fecal examination should 
be performed prior to worming.

(ii) Amount. 5 grams per 100 pounds 
of body weight.
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(a) Indications for use. For Cooperia 
spp. or severe infections with the other 
species.

(b) Limitations. For most effective re
sults, severely parasitized' animals or 
these constantly exposed to helminth in
fection should be re-treated every 2 to 
3 weeks. Milk taken from treated ani
mals within 96 hours (8 milkings) after 
the latest treatment must not be used 
for food. Do not treat cattle within 3 
days of slaughter. For a satisfactory di
agnosis, a microscopic fecal examination 
should be performed priof to worming.
§ 520.2380c Thiabendazole bolus.

(a) Chemical name. 2-(4-Thiaziolyl) 
benzimidazole.

(b) Specifications. Conforms to N.F. 
XII.

(c) Sponsor. (1) See No. 017800 in 
§ 510.600(c) of this chapter for the spon
sor of the usage provided for by § 520.- 
2380a(e)(1).

(2) See No. 000006 in § 510.600(c) of 
this chapter for the sponsor of the usages 
provided for by paragraph (e) of this 
section and §§ 520.2380a and 520.2380b.

(3) See No. 02,1930 in § 510.600(c) of 
this chapter for the sponsor of the usage 
provided for by § 520.2380a(e) (2).

(d) Related tolerances. See § 556.730 of 
this chapter.

(e) Conditions of use. It is used as 
follows:

(1) Cattle. In a bolus or in liquid form.
(1) Amount. 3 grams per 100 pounds of 

body weight.
(a) Indications for use. Control of in

fections of gastrointestinal roundworms 
(genera Trichostrongylus spp., Haemon
chus spp., Nematodirus spp., Ostertagia 
spp., and Oesophagostomum radiatum).

(b) Limitations. As a single oral dose; 
as a drench or bolus; may repeat once in
2 to 3 weeks; do not treat animals within
3 days of slaughter; milk taken from 
treated animals within 96 hours (8 milk
ings) after the latest treatment must not 
be used for food.

(ii) Amount. 5 grams per 100 pounds 
of body weight.

(a) Indications for use. Control of 
severe infections of gastrointestinal 
roundworms (genera Trichostrongylus 
spp., Haemonchus spp., Nematodirus 
spp., Ostertagia spp., and Oesophagosto
mum radiatum). Control of infections 
with Cooperia spp.

(b) Limitations. As a single oral dose; 
as a drench or bolus; may repeat once in
2 to 3 weeks; do not treat animals within
3 days of slaughter; milk taken from 
treated animals within 96 hours (8 milk
ings) after the latest treatment must not 
be used for food.

(2) Sheep and goats. In a bolus or in 
liquid form.

(i) Amount. 2 grams per 100 pounds of 
body weight.

(ii) Indications for use. Control of in
fections of gastrointestinal roundworms 
in sheep and goats (genera Tricho
strongylus spp., Haemonchus spp., Oster
tagia spp., Cooperia spp., Nematodirus 
spp., Bunostomum spp., Strongyloides 
spp., Chabertia spp., and Oesophagosto

mum spp.); also active from 3 hours to 
3 days following treatment against ova 
and larvae passed by sheep (good ac
tivity against T. colvJbriformis and axei, 
Ostertagia spp., Bunostomum spp., Ne
matodirus spp., and Strongyloides spp.; 
less effective against Haemonchus con- 
tortusyand Oesophagostomum spp.)

(iii) Limitations. As a single oral dose; 
as a drench or bolus; do not treat ani
mals within 30 days of slaughter; milk 
taken from treated animals within 96 
hours (8 milkings) after the latest treat
ment must not be used for food; in severe 
infections in sheep, treatment should be 
repeated in 2 to 3 weeks.

(3) Goats. In a bolus or in liquid form.
(1) Amount. 3 grams per 100 pounds of 

body weight.
(ii) Indications for use. Control of 

severe infections of gastrointestinal 
roundworms (genera Trichostrongylus 
spp., Haemonchus spp., Ostertagia spp., 
Cooperia spp., Nematodirus spp., Buno
stomum spp., Strongyloides spp., Cha
bertia spp., and Oesophagostomum spp.).

(iii) Limitations. As a single oral dose; 
as a drench or bolus; do not treat ani
mals within 30 days of slaughter; milk 
taken from treated animals within 96 
hours (8 milkings) after the latest treat
ment must not be used for food; treat
ment should be repeated in 2 to 3 weeks.
§ 520.2380d Thiabendazole, piperazine 

citrate suspension.
(a) Specifications. Each fluid ounce of 

suspension contains 2 grams of thiaben
dazole and 2.5 grams of piperazine (from 
piperazine citrate).

(b> Sponsor. See No. 000006 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is admin
istered to horses by stomach tube or as 
a drench at the rate of 1 fluid ounce of 
suspension per 100 pounds of body weight 
for tiie control of large strongyles, small 
strongyles, pinworms, Strongyloides and 
ascarids (including members of the 
genera Strongylus spp., Cyathostomum 
spp., Cylicobrachytus spp. and related 
genera Craterostomum spp., Oesophago
dontus spp., Poteriostomum spp., Oxyuris 
spp., Strongyloides spp., and Parascaris 
spp.).

(2) Do not use in horses intended to 
be used for food purposes.

(3) For use by or on the order of a 
licensed veterinarian.
§ 520.2460 Ticarbodine oral dosage 

forms.
§ 520.2460a Ticarbodine tablets.

(a) Specifications. Ticarbodine tab
lets, veterinary contain 90, 225, or 900 
milligrams of ticarbodine per tablet.

(b) Sponsor. See No. 000986 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is used in dogs for the removal of round- 
worms (.Toxocara canis), hookworms 
(.Ancylostoma caninum and Uncinaria 
stenocephala), and tapeworms (Dipyli- 
dium caninum and Taenia pisiformis).

(2) Dosage is administered at 45 mil
ligrams of the drug per pound of body 
weight in a single dose. Dosage may be 
repeated in 21 days.
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(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.2460b Ticarbodine capsules.

(a) Specifications. Each capsule con
tains 90, 225, 450, or 900 milligrams of 
ticarbodine.

(b) Sponsor. See No. 000986 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used in dogs for removal of roundworms 
(.Toxocara canis) ,  hookworms (Ancylo- 
stoma caninum and Uncinaria steno- 
cephala), and tapeworms (.Dipylidium 
caninum and Taenia pisiformis).

(2) Dosage is administered orally as a 
single dose at 45 milligrams per lb. of 
body weight. Dosage may be repeated at 
21-day intervals.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.2480 Triamcinolone tablets.

(a) Chemical name. 9-Fluoro-lljS,16a,
17.21 - tetrahydroxy - pregna - 1,4 - 
diene-3,20-dione.

(b) Specifications. Each tablet con
tains 0.5 milligram of the drug.

(c) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The drug is 
indicated for use in dogs and cats for 
its anti-inflammatory activity.

(2) The dosage range for dogs is 0.25 
milligram to 2.0 milligrams per day for 
7 days and the dosage range for cats is 
0.25 milligram to 0.5 milligram per day 
for 7 days. Daily dosage may be given in 
two or more divided doses. Dosage must 
be adjusted to the response of the indi
vidual animal. Generally, initial dosages 
are at the higher range and when the 
response is satisfactory, the dosage is 
gradually reduced until a minimum ade
quate dose is obtained. Dosage may be 
repeated when necessary. Daily dosage 
may be given in two or more divided 
doses.

(3) Clinical and experimental data 
have demonstrated that corticosteroids 
administered orally or parenterally to 
animals may induce the first stage of 
parturition when administered during 
the last trimester of pregnancy and may 
precipitate premature parturition fol
lowed by dystocia, fetal death, retained 
placenta, and metritis. Side reactions 
such as weight loss, anorexia, diarrhea, 
polydypsia and polyuria may occur.

(4) For use only by or on the order 
of a licensed veterinarian.
§ 520.2481 Triamcinolone acetonide 

tablets.
(a) Chemical name. 9-Fluro-11/3,16a,

17.21 - tetrahydroxypregna- 1.4-diene - 3. 
20-dione cyclic 16,17-acetal with acetone.

(b) Specifications. Each tablet con
tains either 0.5 milligram or 1.5 milli
grams of the drug.

(c) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The drug 
is indicated for use in dogs and cats for 
its anti-inflammatory activity.

(2) An initial daily dosage of 0.05 
milligram per pound of body weight is
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usually sufficient to control symptoms, 
although up to 0.1 milligram per pound 
of body weight may be given daily if 
response to the smaller dose is in
adequate. As soon as feasible, and in any 
case within 2 weeks, dosage should be 
reduced gradually to maintenance levels 
of 0.0125 to 0.025 milligram per pound of 
body weight per day. Therapy should be 
discontinued by a gradual reduction in 
dosage after the condition has been con
trolled for several days. Therapy may be 
initiated with a single dose of sterile tri
amcinolone acetonide suspension veteri
nary in which case the tablet dosage 
should be administered beginning 5 to 7 
days after the injection or when 
symptoms reappear.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 520.2520 Trichlorfon oral dosage 

forms.
§ 520.2520a Trichlorfon oral.

(a) Chemical name. Dimethyl 2,2,2- 
trichloro-1-hydroxy ethyl phosphonate.

(b) Sponser. See Nos. 017800, 017135, 
and 000859 in § 510.600(c) of this 
chapter.

(c) Special considerations. This drug 
is a cholinesterase inhibitor. Do not use 
this product on animals simultaneously 
or within a few days before or after 
treatment with or exposure to cholines
terase-inhibiting drugs, pesticides, or 
chemicals.

(d) Conditions of use. (1) It  is in
tended for use in horses for the removal 
of bots (Gasterophilus spp.), ascarids 
(.Parascaris equorum), and pinworms 
(Oxyuris equi).

(2) Mix the drug, either dry or dis
solved in water, in feed and administer 
at the rate of 4.5 grams of trichlorfon 
per 250 pounds of body weight. The drug 
is to be consumed at one feeding. Treat
ment should be repeated at 3- to 4- 
month intervals. Do not repeat treat
ment more frequently than every 30 
days. Do not treat horses to be used for 
food. Do not treat sick or debilitated 
horses, colts under 4 months of age, 
mares in the last month of pregnancy, 
or animals other than horses. Do not 
administer intravenous anesthetics, es
pecially muscle relaxants, for a period 
of 2 weeks after treatment.
§ 520.2520b Trichlorfon and atropine.

(a) Chemical name. (1) For trichlor
fon: 0,0-Dimethyl 2,2,2-trichloro-l- 
hydroxyethyl phosphonate.

(2) For atropine: Atropine N.F.
(b) Sponsor. See No. 000856 in § 510.- 

600 (c) of this chapter.
(c) Conditions of use. (1) The drug 

is used for the treatment of Syphacia 
obvelata (pinworm) in laboratory mice.

(2) It  is administered in distilled 
water as sole source of drinking water 
continuously for 7 to 14 days at 1.67 
grams of trichlorfon and 7.7 milligrams 
of atropine per liter.

(3) Prepare fresh solution every 3 
days. Do not use simultaneously with 
other drugs, insecticides, pesticides, or 
chemicals having cholinesterase activity, 
nor within 7 days before or after treat-
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ment with any other cholinesterase in
hibitor.

(4) Restricted to use by or on the 
order o f a licensed veterinarian.
§ 520.2560 Trifluomeprazine tablets.

(a) Chemical name. Phenothiazine, 
10 - i 3 - (dimethylamino) - 2 - methyl-pro
pyl 1-2- (trifluoromethyl), maleate.

(b) Specifications. Trifluomeprazine 
tablets, veterinary, contain 10 milligrams 
of trifluomeprazine in each tablet.

(c) Sponsor. See No. 011519 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The tablets 
are administered orally to dogs for tran- 
quilization and chemical restraint at a 
dosage level of % to 1 milligram per 
pound of body weight once or twice daily 
as required.

(2) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.2582 Triflupromazine hydrochlo

ride tablets.
(a) Specifications. Each tablet con

tains either 10 milligrams or 25 milli
grams of triflupromazine hydrochloride.

(b) Sponsor: See No. 000003 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used in dogs and cats to relieve anxiety 
and to help control psychomotor over
activity as well as to increase the toler
ance of animals to pain and pruritus. 
The drug is indicated in various office 
and clinical procedures which require 
the aid of a tranquilizer, antiemetic, or 
preanesthetic.

(2) The drug is administered orally to 
dogs and cats at a dosage level of 1 to 2 
milligrams per pound of body weight 
daily; an initial dosage at the 2-milli
grams level is suggested followed by 
daily doses at the 1-milligram level. Fre
quently, the drug may be withdrawn 
after 4 to 5 days, with drug effect con
tinuing after withdrawal.

(3) Do not use in conjunction with or- 
ganophosphates and/or procaine hydro
chloride, because phenothiazines may 
potentiate the toxicity of organophos- 
phates and the activity of procaine 
hydrochloride.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.2604 Trimeprazine tartrate and 

prednisolone tablets.
(a) Specifications. Each tablet con

tains: trimeprazine tartrate, 5 milli
grams; and prednisolone, 2 milligrams.

(b) Sponsor. See No. 011519 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
administered orally to dogs for the relief 
of itching regardless of cause; reduction 
of inflammation commonly associated 
with most skin disorders of dogs such as 
eczema, caused by internal disorders, 
otitis, and dermatitis, allergic, parasitic, 
pustular and nonspecific. It  is also used 
in dogs as adjunctive therapy in various 
cough conditions including treatment of 
“kennel cough” or tracheobronchitis, 
bronchitis including allergic bronchitis, 
in tonsillitis, acute upper respiratory in-
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fections and coughs of nonspecific origin. 
The product may also be administered to 
dogs suffering from acute or chronic bac
terial infections, provided the infection 
is controlled by appropriate antibiotic or 
chemotherapeutic agents.

(2) The drug is administerfed orally at 
an initial dosage level of V2 teblet twice 
daily to dogs weighing up to 10 pounds, 
one tablet twice daily to dogs weighing 
11 to 20 pounds, two tablets twice daily 
to dogs weighing 21 to 40 pounds, and 
three tablets twice daily to dogs weigh
ing over 40 pounds. After 4 days, the 
dosage is reduced to approximately V2 
the initial dosage or to an amount just 
sufficient to maintain remission of symp
toms. Dosages in individual cases may 
vary and should be adjusted until proper 
response is obtained.

(3) Do not use the drug in cases of 
viral infections involving comeal ulcera
tion or dendritic ulceration of the cornea.

(4) Clinical and experimental data 
have demonstrated that corticosteroids 
administered orally or parenterally to 
animals may induce the first stage of 
parturition when administered during 
the last trimester of pregnancy and may 
precipitate premature parturition fol
lowed by dystocia, fetal death, retained 
placenta, and metritis.

(5) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 520.2640 Tylosin.

(a) Specifications. Tylosin is the anti
biotic substance produced by growth of 
Streptonvyces fradiae or the same anti
biotic substance produced by any other 
means.

(b) Sponsor. See No. 000986 in § 510.- 
600(c) of this chapter.

(c) Special considerations. The quan
tities of antibiotic in paragraph (e) of 
this section refer, to the activity of the 
appropriate standard.

(d) Related tolerances. See § 556.740 
of this chapter.

(e) Conditions of use. It is used in 
drinking water of animals as follows:

(1) Chickens— (i) Amount. 2 grams 
per gallon.

(ii) Indications for use. Aid in the 
treatment of chronic respiratory disease 
(CRD) caused by Mycoplasma gallisep- 
ticum sensitive to tylosin in broiler and 
replacement chickens. For the control 
of chronic respiratory disease, (CRD) 
caused by Mycoplasma gallisepticum 
sensitive to tylosin at time of vaccina
tion or other stress in chickens. For the 
control of chronic respiratory disease 
(CRD) caused by Mycoplasma synoviae 
sensitive to tylosin in broiler chickens.

(iii) Limitations. Do not use in layers 
producing eggs for human consumption: 
administer from 1 to 5 days as sole source 
of drinking water; treated chickens 
should consume enough medicated drink
ing water to provide 50 milligrams of 
tylosin per pound of body weight per 
day; prepare a fresh solution every 3 
days; do not administer within 24 hours 
of slaughter; as tylosin tartrate.

(2) Turkeys— (i) Amount. 2 grams per 
gallon.
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(ii) Indications for uset Maintaining 

weight gains and feed efficiency in the 
presence of infectious sinusitis caused by 
Mycoplasma gallisepticum sensitive to 
tylosin.

(iii) Limitations. Do not use in layers 
producing eggs for human consumption; 
administer from 2 to 5 days as sole source 
of drinking water; treated turkeys 
should consume enough medicated drink
ing water to provide 60 milligrams of 
tylosin per pound of body weight per 
day; prepare a fresh solution every 3 
days; when sinus swelling is present, in
ject the sinus with tylosin injectable 
simultaneously with the drinking water 
treatment; do not administer within 5 
days of slaughter; as tylosin tartrate.

(3) Swine— (i) Amount. 0.25 gram per 
gallon.

(ii) Indications for use. For the control 
and treatment of swine dysentery 
(bloody scours) caused by pathogens sen
sitive to tylosin.

(iii) Limitations. As only source of 
drinking water for 3 to 10 days, depend
ing on the severity of the condition being 
treated: mix fresh solution daily; pre
sent as tylosin base; medication must be 
withheld from animals 48 hours prior to 
slaughter.

PART 522— IMPLANTATION OR INJECT
ABLE DOSAGE FORM NEW ANIMAL
DRUGS NOT SUBJECT TO CERTIFICA
TION

Sec.
522.23 Acepromazlne maleate injectable.
522.44 Sterile sodium acetazolamlde.
522.62 Aminopentamide hydrogen sulfate

injection.
522.82 Aminopropazine fumarate sterile

solution injection.-
522.144 Arsenamide sodium aqueous injec

tion.
522.161 Betamethasone acetate and be

tamethasone disodium phos
phate aqueous suspension.

522.163 Betamethasone dipropionate and
betamethasone sodium phos
phate aqueous suspension.

522.204 Boldenone undecylenate injection.
522.281 Calcium disodium edetate injec

tion.
522.340 Cephaloridine injection.
522.380 Chloral hydrate, pentobarbital, and

magnesium sulfate sterile aque
ous solution.

522.443 Chlorpromazine hydrochloride in
jection.

522.480 Repository corticotropin injection.
522.540 Dexamethasone solution.
522.564 Sodium diatrizoate and meglumine, 

diatrizoate injection.
522.640 Diethylstilbestrol.
522.723 Diprenorphine hydrochloride in

jection.
522.740 Disophenol injection.
522.784 Doxylamine succinate injection.
522.800 Droperidol and fentanyl citrate in

jection.
522.842 Estradiol benzoate and testosterone

propionate in combination.
522.844 Estradiol monopalmitate.
522.863 Ethylisobutrazine hydrochloride

injection.
522.883 Etorphine hydrochloride injection.
522.940 Colloidal ferric oxide injection.
522.960 Flumethasone suspension.
522.961 Flumethasone acetate injection.
522.1020 Gelatin solution.
522.1044 Gentamicin sulfate injection.
522.1060 Glyceryl guaiacodate sterile powder.

Sec.
522.1081 Chorionic gonadotropin for injec

tion; chorionic gonadotropin 
suspension.

522.1143 Hexylcaine hydrochloride injection.
522.1182 Iron dextran complex injection.
522.1183 Iron hydrogenated dextran injec

tion.
522.1204 Kanamycin sulfate injection. 
522.1222 Ketamine hydrochloride injection. 
522.1244 Levamisole phosphate injection. 
522.1260 Lincomycin injection.
522.1362 Meglumine diatrizoate and sodium 

diatrizoate injection.
522.1380 Methocarbamol injection.
522.1404 Sodium methohexital for injection. 
522.1462 Naloxone hydrochloride injection. 
522.1484 Neomycin sulfate sterile solution. 
522.1503 Neostigmine methylsulfate injec

tion.
522.1563 Nitrofurantoin sodium injection. 
522.1620 Orgotein for-injection.
522.1642 Oxymorphone hydrochloride injec

tion.
522r.1662 Oxytetracycline hydrochloride im

plantation or injectable dosage 
forms.

522.1662a Oxytetracycline hydrocfiloride in
jection.

522.1662b Oxytetracycline hydrochloride with 
lidocaine injection.

522.1680 Oxytocin injection.
522.1704 Sodium pentobarbital injection. 
522.1720 Phenylbutazone injection.
522.1800 Piperacetazine injection.
522.1820 Pituitary luteinizing hormone for 

injection.
522.1862 Sterile pralidoxime chloride.
522.1880 Sterile^ prednisolone suspension.
522.1881 Sterile prednisolone acetate aque

ous suspension.
522.1884 Prednisolone sodium succinate in

jection.
522.1885 Prednisolone tertiary butylacetate

suspension.
522.1920 Prochlorperazine, isopropamide for 

injection.
522.1940 Progesterone and estradiol benzo

ate ii\ combination.
522.1962 Promazine hydrochloride injection. 
522.2002 Propiopromazine hydrochloride in

jection.
522.2022 Protokylol hydrochloride injection. 
522.2063 Pyrilamine maleate injection. 
522.2100 Selenium, vitamin E injection. 
522.2120 Spectinomycin injection.
522.2200 Sulfachlorpyridazine.
522.2220 Sulfadimethoxine injection. 
522.2240 Sulfaethoxypyridazine.
522.2340 Sulfomyxin.
522.2350 Testosterone and diethylstllbes- 

trol in combination.
522.2404 Thialbarbitone sodium for injec

tion.
522.2424 Sodium thiamylal for injection. 
522.2444 Sodium thiopental implantation or 

injectable dosage forms. 
522.2444a Sodium thiopental for injection. 
522.2444b Sodium thiopental, sodium pento

barbital for injection.
522.2480 Triamcinolone injection.
522.2582 Triflupromazine hydrochloride in

jection.
522.2640 Tylosin.
522.2662 Xylazine hydrochloride injection. 
522.2680 Zeranol.

A u t h o r i t y : Sec. 512(i), 82 Stat. 347 (21 
U.S.C. 360b(i)).

§ 522.23 Acepromazine maleate injec
table.

(a) C h e m i c a l  name. [10-t3-(Di- 
methylamino) propyl] phenothiazin-2- 
yl-methyl ketone] maleate.

(b) Specifications. Each milliliter of 
the drug contains 10 milligrams of ace-
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promazine maleate in double distilled 
water.

(c) Sponsor. See No. 000046 in § 510.- 
600(c) o f this chapter.

(d) Conditions of use. (1) The drug is 
used as a tranquilizer in dogs, cats, and 
horses.

(2) The drug is administered in
travenously, intramuscularly or sub
cutaneously with the dosage individual
ized depending upon the degree of tran- 
quilization required. It  is administered to 
dogs at a dosage level of 0.25 to 0.5 milli
gram of acepromazine maleate per pound 
of body weight; to cats at a dosage level 
of 0.5 to 1.0 milligram of acepromazine 
maleate per pound of body weight; and 
to horses at a dosage level of 2.0 to 4.0 
milligrams of acepromazine maleate per 
100 pounds of body weight.

(3) Do not use in horses intended for 
food.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.44 Sterile sodium acetazolamide.

(a) Specifications.—Sterile sodium ac
etazolamide contains acetazolamide so
dium complying with United States 
Pharmacopeia as a sterile powder with 
directions for reconstituting the product 
with sterile distilled water to furnish a 
product having a concentration of 100 
milligrams acetazolamide activity per 
milliliter.

(b) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.
(c) Conditions of use.— (1) It  is used 

as an aid in the treatment of dogs with 
mild congestive heart failure and for 
rapid reduction of intraocular pressure.

(2) It is administered intramuscularly 
or intraperitoneally to dogs at a level of 
5 to 15 milligrams per pound of body 
weight daily preferably administered in 
-two or more divided doses.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 522.62 Aminopcntamide hydrogen  

sulfate injection.
(a) Chemical name. 4- (Dimethylami- 

no) -2,2-diphenylvaleramide hydrogen 
sulfate.

(b) Specifications. I t  is sterile and 
each milliliter of aqueous solution con
tains 0.5 milligram of the drug.

(c) Sponsor. See No. 000015 in § 510.- 
600(c) o f this chapter.

(d) Conditions of use. (1) It  is in
tended for use in dogs and cats only for 
the treatment of vomiting and/or diar
rhea, nausea, acute abdominal visceral 
spasm, pylorospasm, or,hypertrophic gas
tritis.

N ote : Not for use in animals with glau
coma because of the occurrence of mydriasis.

(2) Dosage is administered by sub
cutaneous or intramuscular injection 
every 8 to 12 hours, as follows:

Dosage in
W eight of an im al in  pounds: milligrams

Up to 10-----------------------------------------o. 1
11 to 20______________________________ ___________0 .2
21 to 50_________________________________________0 .3
51 to 100_______________________________________0 .4
Over 100_______________________________________ o. 5

Dosage may be gradually increased up 
to a maximum of five times the suggested 
dosage. Following parenteral use dosage 
may be continued by oral administration 
of tablets.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 522.82 Aminopropazine f umarate  

sterile solution injection.
(a) Specifications. Each milliliter of 

aminopropazine fumarate sterile aqueous 
solution, veterinary, contains aminopro
pazine fumarate equivalent to 25 milli
grams of aminopropazine base.

(b) Sponsor. See No. 017220 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used for reducing excessive smooth mus
cle contractions, such as occur in ureth
ral spasms associated with urolithiasis in 
cats and dogs and in colic spasms in 
horses.

(2) It  is administered intramuscularly 
or intravenously to dogs and cats at 
a level of 1 to 2 milligrams per pound of 
body weight. It  is administered intra
muscularly or intravenously to horses at 
a level of 0.25 milligrams per pound of 
body weight. Dosage can be repeated 
every 12 hours, as indicated.

(3) Not for use in animals intended 
for food purposes.

(4) For use only by or on the order of la 
licensed veterinarian.
§ 522.144 Arsenamide sodium aqueous 

injection.
(a) Chemical name. [ [ (p-Carbamoyl- 

phenyDarsyleneldithio diacetic acid, 
sodium salt.

(b) Specifications. The drug is a sterile 
aqueous solution and each milliliter con
tains 10.0 milligrams of arsenamide 
sodium.

(c) Sponsor. See Nos. 020112, 043731, 
and 000859 in § 510.600(c) of this 
chapter.

(d) Conditions of use. (1) For the 
treatment and prevention of canine 
heartworm disease caused by Dirofilaria 
immitis.

(2) It  is administered intravenously 
at 0.1 milliliter per pound of body weight 
(1.0 milliliter for every 10 pounds) twice 
a day for 2 days. For dogs in poor condi
tion, particularly those with evidence of 
reduced liver function, a more conserva
tive dosage schedule of 0.1 milliliter per 
pound of body weight daily for 15 days 
is recommended.

(3) Restricted to use only by or on the 
order of a licensed veterinarian.
§ 522.161 Betamethasone acetate and 

betamethasone disodium phosphate 
aqueous suspension.

(a) Chemical names. Betamethasone 
acetate: 9-a-Fluoro- 16-j8-methylpredni- 
solone-21-acetate (CaJIaiF O«). Beta
methasone disodium phosphate: 9-a- 
Fluoro- 16 - p - methylprednisolone - 21 - 
disodium phosphate (C22H*F NasOgP).

(b) Specifications. The drug is a ster
ile aqueous suspension and each cubic 
centimeter contains: 12 milligrams of 
betamethasone acetate (equivalent to
10.8 milligrams of betamethasone), 3.9 
milligrams of betamethasone disodium

phosphate (equivalent to 3 milligrams of 
betamethasone), 2 milligrams of dibasic 
sodium phopsphate, 5 milligrams of 
sodium chloride, 0.1 milligram of diso
dium EDTA, 0.5 milligram of polysorbate 
80, 9 milligrams of benzyl alcohol, 5 
milligrams of sodium carboxymethyl- 
cellulose, 1.8 milligrams of methylpara- 
ben, 0.2 milligram of propylparaben, 
hydrochloric acid and/or sodium hy
droxide to adjust pH, and water for 
injection q.s.

(c) Sponsor. See No. 000085 in § 510.- 
600(c) o f this chapter.

(d) Conditions of use. It  is used or 
intended for use by intra-articular injec
tion of horses for the treatment of vari
ous inflammatory joint conditions; for 
example, acute and traumatic lameness 
involving the carpel and fetlock joints. 
Administer from 2.5 to 5 cubic centi
meters per dose. Dose may be repeated 
when necessary depending upon the 
duration of relief obtained. Not for use 
in horses intended for food. For use only 
by or on the order of a licensed veteri
narian.
§ 522.163 Betamethasone dipropionate 

and betamethasone sodium phosphate 
aqueous suspension.

(a) Specifications. Betamethasone di
propionate and betamethasone sodium 
phosphate aqueous suspension is a sterile 
aqueous suspension. Each milliliter of the 
suspension contains the equivalent of 5 
milligrams of betamethasone as beta
methasone dipropionate and 2 milligrams 
of betamethasone as betamethasone so
dium phosphate.

(b) Sponsor. See No. 000085 in § 510.- 
600 (c) o f this chapter.

(c) Conditions of use. (1) It  is used in 
dogs as an aid in the control of pruritus 
associated with dermatoses.

(2) It  is administered by intramuscu
lar injection at a dosage of 0.25 to 0.5 
milliliter per 20 pounds of body weight, 
depending on the severity of the condi
tion. Frequency of dosage depends on re
currence of pruritic symptoms. In clini
cal studies one dosage of the drug 
brought relief for 1 to 6 weeks; the aver
age period of relief was 3 weeks, and in 
many cases only one injection was re
quired. Therefore, dosage may be re
peated every 3 weeks or when symptoms 
recur. Total dosage should not exceed 
four injections.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.204 Boldenone undecylenate in

jection.
(a) Specifications. Each milliliter con

tains 25 or 50 milligrams of boldenone 
undecylenate in a sesame oil base.

(b) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is in
tended for use as an aid in treating de
bilitated horses following disease or 
overwork and overexertion when an im
provement in weight, hair coat, or gen
eral physical condition is desired. The 
drug is given only as adjunctive therapy 
to other specific and supportive therapy 
for diseases,' surgical cases, and trau-
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matic injuries. Optimal results can be 
expected only when good management 
and feeding practices are followed.

(2) It  is administered intramuscularly 
at a dosage level of 0.5 milligram per 
pound of body weight. Treatment may 
be repeated at 3-week intervals.

(3) For use in horses only. Do not 
administer to horses intended for use as 
food. The effectiveness of the drug in 
stallions and pregnant mares has not 
been established, nor has the drug been 
shown not to be teratogenic in pregnant 
mares; therefore, this drug should not 
be used in stallions and pregnant mares.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.281 Calcium disodium edetate in

jection.
(a) Specifications. Calcium disodium 

edetate injection contains 6.6-percent 
calcium disodium edetate in purified 
water.

(b) Sponsor. See No. 000859 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used as 
an aid in the treatment of acute lead 
poisoning in horses.

(2) It is administered by slow intra
venous injection at the rate of 1 milli
liter per 2 pounds of body weight daily. 
It is best administered in divided doses 2 
to 3 times daily and continued for 3 to 
5 days. I f  additional treatment is indi
cated, a 2-day rest period is recom
mended which may be followed by an
other 3- to 5-day period of therapy.

(3) Do not use in horses intended for 
food purposes.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.340 Cephaloridine injection.

(a) Specifications. Cephaloridine in
jection is sterile; each cubic centimeter 
contains 100 milligrams of cephaloridine 
activity.

(b) Sponsor. See No. 000986 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used in 
dogs for the treatment of bacterial infec
tions of the respiratory, enteric, and 
urinary tracts and soft tissue due to 
cephaloridine-sensitive organisms and in 
cats for the treatment of bacterial infec
tions of the respiratory and enteric tracts, 
urinary bladder and soft tissue due to 
cephaloridine-sensitive organisms.

(2) It  is administered by intramus
cular or subcutaneous injection at a 
dosage level of 5 milligrams per pound of 
body weight. It  is administered twice a 
day. Treatment should not exceed 7 days 
without reassessment of diagnosis.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 522.380 Chloral hydrate, pentobarbi

tal, and magnesium sulfate sterile 
aqueous solution.

(a) (1) Specifications. Chloral hydrate, 
pentobarbital, and magnesium sulfate 
injection contains 42.51 mg of chloral 
hydrate, 9.72 mg of pentobarbital, and 
21.25 mg of magnesium sulfate in each 
milliliter of sterile aqueous solution con-

RULES AND REGULATIONS

taining water, 44.34 percent propylene 
glycol, and 11.5 percent alcohol.

(2) Sponsor. See No. 017220 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It  is used 
for general anesthesia, and as a sedative- 
relaxant in cattle and horses.

(ii) For intravenous use only. The 
drug is administered at a dosage level 
of 20 to 50 ml/100 lb of body weight for 
general anesthesia. -It is administered 
intravenously via gravity flow until the 
desired effect is produced as indicated by 
rate and depth of respirations, muscle 
tone, and comeal reflex. Due to the 
weight of the rumen contents, cattle 
usually require a lower dosage on the 
basis of body weight. When used as a 
sedative-relaxant, it is administered at 
a level of one-fourth to one-half of the 
anesthetic dosage level.

(iii) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(b) (1) Specifications. Chloral hydrate, 
pentobarbital, and magnesium sulfate 
sterile aqueous solution contains 42.5 
milligrams of chloral hydrate, 8.86 milli
grams of pentobarbital, and 21.2 milli
grams of magnesium sulfate in each mil
liliter of sterile aqueous solution 
containing water, 33.8̂ percent propylene 
glycol, and 14.25 percent ethyl alcohol.

(2) Sponsor. See No. 000856 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It is used for 
general anesthesia and as a sedative- 
relaxant in cattle and horses.

(ii) For intravenous use only. The 
drug is administered at a dosage level of 
20 to 50 milliliters per 100 pounds of 
body weight for general anesthesia until 
the desired effect is produced. Cattle 
usually require a lower dosage on the 
basis of body weight. When used as a 
sedative-relaxant, it is administered at 
a level of one-fourth to one-half of the 
anesthetic dosage level.

<iii) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.443 Chlorpromazine hydrochlor

ide injection.
(a) Specifications. Chlorpromazine 

hydrochloride injection contains 25 
milligrams of chlorpromazine hydro
chloride in each milliliter.

(b) Sponsor. See No. 011716 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is ad
ministered either intramuscularly or in
travenously to dogs and cats as a tran
quilizer, potentiator, and antiemetic 
with a sedating effect.

(2) It  is administered to dogs and 
cats intravenously at a dosage level of 
25 milligrams "her 12.5 to 100 pounds 
body weight. It  is administered intra
muscularly at a dosage level of 25 milli
grams per 8 pounds to 50 pounds body 
weight. It  is administered one to four 
times daily depending upon size of dose 
and the needs of the patient.

(3) It  is not to be used in conjunction 
with organophosphates and/or procaine 
hydrochloride since phenothiazines may 
potentiate the toxicity of organophos-

phates and the activity of procaine hy
drochloride.

(4) Federal law restricts this drug to 
use by or on the order of a licensed veter
inarian.
§ 522.480 Repository corticotropin in

jection.
(a) Specifications. The drug conforms 

to repository corticotropin injection
U.S.P. It  contains 40 or 80 U.SP. (I.U.) 
units per cubic centimeter.

(b) Sponsor. See No. 000845 in § 510.- 
600(c) of this chapter.

(c) Special considerations. The drug 
should be refrigerated. With prolonged 
use supplement daily diet with potassium 
chloride at one gram for small animals 
and from 5 to 10 grams for large animals.

(d) Conditions of use. (1) It  is used 
as an intramuscular or subcutaneous in
jection in cattle and small animals for 
stimulation of the adrenal cortex where 
there is a general deficiency of ACTH. It 
is also a therapeutic agent for primary 
bovine ketosis.

(2) It  is administered to cattle ini
tially at 200 to 600 units followed by a 
dose daily or every other day of 200 to 
300 units and to small animals at one 
unit per pound of body weight to be 
repeated as indicated.

( 3 ) For use only by or on the order of a 
licensed veterinarian.
§ 522.540 Dexamethasone solution.

(a) Specifications. The drug is a sterile 
aqueous solution. Each milliliter contains 
2 mg of dexamethasone.

(b) Sponsor. See Nos. 000085 and 
010271 in § 510.600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is indicated for the treatment of primary 
bovine ketosis and as an anti-inflam
matory agent in dogs, cats, cattle, and 
horses.

(2) The drug is administered intrave- 
neously or intramuscularly and dosage 
may be repeated if necessary, as follows:

(i) Canine—0.25 to 1 mg.
(ii) Feline—0.125 to 0.5 mg.
(iii) Equine— 2.5 to 5 mg.
(iv) Bovine— 5 to 20 mg depending on 

the severity of the condition.
(3) Clinical and experimental data 

have demonstrated that corticosteroids 
administered orally or parenterally to 
animals may induce the first stage of par
turition when administered during the 
last trimester of pregnancy and may 
precipitate premature parturition fol
lowed by dystocia, fetal death, retained 
placenta, and metritis.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.564 Sodium diatrizoate and meg

lumine diatrizoate injection.
(a) Specifications. Sodium diatrizoate 

a îd meglumine diatrizoate injection con
tains 35-percent sodium diatrizoate and 
34.3-percent meglumine diatrizoate in 
sterile aqueous solution.

(b) Sponsor. See No. 000003 in § 510.- 
600(6) of this chapter.

(c) Conditions of use. (1) It is indi
cated for use in dogs and cats for visual
ization in excretion urography, including
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renal angiography, uretography cys
tography, and urethrography, aortog
raphy; angiocardiography peripheral 
arteriography and venography; selective 
coronary arteriography; cerebral angi
ography; lymphography; arthrography; 
discography, and sialography. It is also 
useful as an aid in delineating peritoneal 
.hernias and fistulous tracts.

(2) For excretion urography adminis
ter 0.5 to 1.0 milliliter per pound of body 
weight to a maximum of 30 milliliters 
intravenously. For cystography remove 
urine, administer 5 to 25 milliliters di
rectly into the bladder via catheter. For 
urethrography administer 1.0 to 5 mil
liliters via Catheter into the urethra to 
provide desired contrast delineation. For 
angiocardiography (including aortog
raphy) rapidly inject 5 to 10 milliliters 
directly into the heart via catherer or 
intraventricular puncture. For cerebral 
angiography rapid injection of 3 to 10 
milliliters via carotid artery. For periph
eral arteriography and/or venography 
and selective coronary arteriography 
rapidly inject 3 to 10 milliliters intravas- 
cularly into the vascular bed to be deline
ated. For lymphography slowly inject 1.0 
to 10 milliliters directly into the lymph 
vessel to be delineated. For arthrography 
slowly inject 1.0 to 5 milliliters directly 
into the joint to be delineated. For dis
cography slowly inject 0.5 to 1.0 milliliter 
directly into the disc to be delineated. 
For sialography slowly inject 0.5 to 1.0 
milliliter into the duct to be delineated. 
For delineation of fistulous tracts slowly 
inject quantity necessary to fill the tract. 
For delineation of peritoneal hernias in
ject 0.5 to 1.0 milliliter per pound of body 
weight directly into the peritoneal cavity.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.640 Diethylstilbestrol.

(a) Chemical name. 3i4-bis(p-Hy- 
droxyphenyl) -3-hexene.

(b) Sponsor. See No. 011801 in § 510.- 
600(c) of this chapter.

(c) Related tolerances. See § 556.190 
of this chapter.

(d) Conditions of use. It  is used as a 
subcutaneous ear implantation for 
lambs as follows:

(1) Amount per dose. 3 milligrams.
(2) Indications for use. Increase rate 

of gain and improve feed efficiency.
(3) Limitations. Not for use in breed

ing animals; implantation should be 
made at the start of the feeding period 
or approximately 70 days before mar
keting; implant one 3-milligram pellet 
per animal.
§ 522.723 Diprenorphine hydrochloride 

injection.
(a) Chemical name. N-Cyclopropyl- 

methyl)-6,7,8,14-tetrahydro - 7 - alpha- 
(1-hydroxy-l-methylethyl)-6,14 - endo- 
ethanonororipavine hydrochloride.

(b) Specifications. Each milliliter of 
diprenorphine hydrochloride injection, 
veterinary, contains 2 mg of diprenor
phine hydrochloride in sterile aqueous 
solution.

(c) Sponsors. See Nos. 010042 and 
000693 in § 510.600(c) of this chapter.
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(d) Conditions of use. (1) The drug 
is used for reversing the effects of 
etorphine hydrochloride injection, vet
erinary, the use of which is provided for 
in § 522.883, in wild and exotic animals.

(2) It  is administered intramuscularly 
or intravenously at a suitable dosage level 
depending upon the species.

(3) Do not use in animals to be used 
for food. Do not use in wild animals that 
might be used for food during the hunt
ing season.

(4) Federal law restricts this drug to 
use by or on the order of a licensed vet- 
terinarian. Distribution is restricted to 
veterinarians engaged in zoo and exotic 
animal practice, wildlife management 
programs and researchers.
§ 522.740 Disophenol injection.

(a) Chemical name. 2,6-Diiodo-4-ni- 
trophenol.

(b) Specifications. The drug is sterile 
and contains 4.5" percent disophenol in 
polyethylene glycol 400 and distilled 
water.

(c) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The drug is 
used for the treatment of both dogs in
fested with hookworms (including Ancy- 
lostoma caninum, A. braziliense and 
Uncinaria stenocephala) and cats in
fested with the hookworm A. tubaeforme.

(2) The drug is administered Subcu
taneously at a dosage level of 4.5 milli
grams per pound of body weight. A second 
injection may be indicated 14 to 21 days 
after the initial treatment.

(3) Do not repeat treatment in less 
than 14 days.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.784 Doxylamine succinate injec

tion.
(a) Specifications. Each milliliter of 

the drug contains 11.36 mg of doxylamine 
succinate.

(b) Sponsor. See No. 017220 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is used in conditions in which antihis-. 
taminic therapy may be expected to 
alleviate some signs of disease in horses, 
dogs, and cats.

(2) It  is administered to horses at a 
dosage level of 25 mg per hundred pounds 
of body weight. It  is administered to dogs 
and cats at a dosage level of 0.5 to 1 mg 
per pound of body weight. Doses may be 
repeated at 8 to 12 hours, if  necessary, to 
produce desired effect. Intravenous route 
is not recommended for dogs and cats 
and should be injected slowly in horses. 
Intramuscular and subcutaneous admin
istration should be by divided injection 
sites.

(3) Not for use in horses intended for 
food.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.800 Droperidol and fentanyl cit

rate injection.
(a) Specifications. Droperidol and fen

tanyl citrate injection is a sterile solu-
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tion containing 20 milligrams of droperi
dol and 0.4 milligram of fentanyl citrate 
per cubic centimeter.

(b) Sponsor. See No. 000045 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used 
in dogs as an analgesic and tranquilizer 
and for general anesthesia.

(2) It  is administered as follows:
(1) For analgesia and tranquilization 

administer according to response desired, 
as follows:

(a) Intramuscularly at the rate of 1 
cubic centimeter per 15 to 20 pounds of 
body weight in conjunction with atropine 
sulfate administered at the rate of 0.02 
milligram per pound of body weight, or

(b) Intravenously at the rate of 1 
cubic centimeter per 25 to 60 pounds of 
body weight in conjunction with atropine 
sulfate administered at the rate of 0.02 
milligram per pound of body weight.

(ii) For general anesthesia administer 
according to response desired, as follows:

(a) Intramuscularly at the rate of 1 
cubic centimeter per 40 pounds of body 
weight in conjunction with atropine sul
fate administered at the rate of 0.02 mil
ligram per pound of body weight and fol
lowed in 10 minutes by an intravenous 
administration of sodium pentobarbital 
at the rate of 3 milligrams per pound of 
body weight, or

(b) Intravenously at the rate of 1 
cubic centimeter per 25 to 60 pounds of 
body weight in conjunction with atropine 
sulfate administered at the rate of 0.02 
milligram per pound of body weight and 
followed within 15 seconds by an intra
venous administration of sodium pento
barbital at the rate of 3 milligrams per 
pound of body weight.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 522.842 Estradiol benzoate and testos- 

erone propionate in combination.
(a) Chemical names. (1) Estradiol

benzoate: 1,3,5(10) -Estratriene-3,17
beta-diol 3-benzoate.

(2) Testosterone propionate: 17beta- 
Hydroxyandrost-4-en-3-one propionate.

(b) Sponsor. See No. 000022 in § 510.- 
600 (c of this chapter.

(c) Related tolerances. See §§ 556.240 
and 556.710 of this chapter.

(d) Conditions of use. It is used for im
plantation in heifers as follows:

(1) Amount. 20 milligrams of estradiol 
benzoate and 200 milligrams of testoster
one propionate per dose.

(2) Indications for use. Growth promo
tion and feed efficiency.

(3) Limitations. For heifers weighing 
between 400 and 800 pounds; for sub
cutaneous ear implantation, one dose per 
animal; not to be used within 60 days of 
slaughter; not for dairy heifers.
§ 522.844 Estradiol monopalmitate.

(a) Chemical name. 1,3,5(10)-Estra- 
triene-3,17beta-diol 17-palmitate.

(b) Sponsor. See No. 027863 in § 510.- 
600(c) of this chapter.

(c) Related tolerances. See § 556.250 
of this chapter.

(d) Conditions of use. It  is used for in
jection into roasting chickens as follows:

(1) Amount. 10 milligrams per dose.
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(2) Indications for use. Produce more 
uniform fat distribution; improve finish.

(3) Limitations. One dose per bird by 
injection under skin at base of skull at 
not less than 5 weeks of age; not to be 
used within 6 weeks of slaughter.
§ 522.863 Ethylisobutrazine hydrochlo

ride injection.
(a) Specifications. The drug is a ster

ile aqueous solution. Each milliliter con
tains 50 milligrams of ethylisobutrazine 
hydrochloride.

(b) Sponsor. See No. 017220 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used 
in dogs as a tranquilizer.

(2) It  is administered intramuscularly 
at a dosage level of 2 to 5 milligrams 
of ethylisobutrazine hydrochloride per 
pound of body weight for profound tran- 
quilization. It  is administered intrave
nously at a dosage level of 1 to 2 milli
grams of ethylisobutrazine hydrochloride 
per pound of body weight to effect.

(3) It  is not to be used in conjunction 
with organophosphates and/or procaine 
hydrochloride because phenothiazines 
may potentiate the toxicity of organo
phosphates and the activity of procaine 
hydrochloride.

(4) Federal law restricts this drug to 
use by or on the order of a licensed'vet
erinarian.
§ 522.883 Etorphine hydrochloride in

jection.
(a) Chemical name. 6,7,8,14-tetrahy- 

dro - alpha - methyl - alpha - propyl -6,14 - 
endo - ethenooripavine - alpha-methanol 
hydrochloride.

(b) Specifications. Each milliliter of 
etorphine hydrochloride injection, veteri
nary, contains 1 mg of etorphine hydro
chloride in sterile aqueous solution.

(c) Sponsors. See Nos. 010042 and 
000693 in § 510.600(c) of this chapter.

(d) Conditions of use. (1) The drug 
is used for the immobilization of wild and 
exotic animals.

(2) It  is administered intramuscularly 
by hand syringe or syringe dart at a suit
able dosage level depending upon the 
species.

(3) Do not use the drug unless dipre- 
norphine hydrochloride injection, vet
erinary, as provided for in § 522.723, is 
available for use in reversing the effects 
of etorphine hydrochloride injection, 
veterinary.

(4) Do not use in animals to be used 
for food. Do not use in wild and exotic 
animals that might be used for food dur
ing the hunting season.

(5) Federal law restricts this drug to 
use by or on the order of a licensed vet
erinarian. Distribution is restricted to 
veterinarians engaged in zoo and exotic 
animal practice, wildlife management 
programs, and researchers.

§ 522.940 Colloidal ferric oxide injec
tion.

(a) Specifications. Each milliliter of 
the drug contains colloidal ferric oxide 
equivalent to 100 milligrams of iron sta
bilized with a low-viscosity dextrin and 
contains 0.5 percent phenol as a pre
servative.

(b) Sponsor. See Nos. 010042, 011519, 
and 012481 in § 510.600(c) of this chap
ter.

(c) Conditions of use. It is used in baby 
pigs as follows: .

(1) For the prevention of anemia due 
to iron deficiency, administer an initial 
intramuscular injection of 1 milliliter of 
the drug to each animal at any time be
tween 2 to 5 days of age. Dosage may be 
repeated at 2 weeks of age.

(2) For the treatment of anemia due 
to iron deficiency, administer an intra
muscular injection of from 1 to 2 milli
liters of the drug to each animal at any 
time between 5 to 28 days of age.
§ 522.960 Flumethasone suspension.

(a) Chemical name. 6a,9a-Difluoro- 
11/3,17,21 -trihydroxy-16a-methylpregna-
l,4-diene-3,20-dione.

(b) Specifications. Flumethasone sus
pension is sterile and each milliliter of 
the drug contains: 2 milligrams of flu
methasone, 20 milligrams of propylene 
glycol, 9 milligrams of benzyl alcohol (as 
preservative), 8 milligrams of sodium 
chloride, 0.02 milligram of polysorbate- 
80, 0.1 milligram of citric acid, and 
water for injection q.s. .

(c) Sponsor. See No. 000033 in § 510.- 
600(c) of this chapter.

(d) Conditions'of use. (1) It  is recom
mended in the various disease states in
volving synovial structures (joints) of 
horses where excessive synovial fluid of 
inflammatory origin is present and where 
permanent structural changes do not 
exist. Such conditions include arthritis, 
carpitis, and osselets.

(2) The drug is administered intra- 
articularly at a dosage level of 6 to 10 
milligrams per injection. The dosage level 
is dependent upon the size of the involved 
synovial structure and the degree of 
severity of the condition under treat
ment. The dosage is limited to a single in
jection per week in any one synovial 
structure.

(3) Clinical and experimental data 
have demonstrated that corticosteroids 
administered orally and parenterally to 
animals during the last trimester of preg
nancy may induce the first stage of par
turition and may precipitate premature 
parturition followed by dystocia, fetal 
death, retained placenta, and metritis. 
The drug is not to be used in horses in
tended for slaughter for food purposes.

(4) For use only by or on the order of 
a licensed veterinarian.

§ 522.961 Flumethasone acetate injec
tion.

(a) Chemical name. 6-alpha,9-alpha- 
difluoro - 16 - alpha-methylprednisolone 
21-acetate.

(b) Specifications. Flumethasone in
jection is sterile and contains per cubic 
centimeter: 2 milligrams of flumethasone 
acetate; 20 milligrams of propylene gly
col; 9 milligrams of benzyl alcohol (as 
preservative); 8 milligrams of sodium 
chloride; 1 milligram of polysorbate 80; 
0.1 milligram of citric acid; water for 
injection q.s.

(c) Sponsor. See No. 000033 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) It  is recom
mended in certain acute and chronic 
canine dermatoses of varying etiology to 
help control the pruritus, irritation, 
and inflammation associated with these 
conditions.

(2) The drug is administered intra
muscularly at the following recom-
mended daily dosage:

Weight of animal Dosage in
in pounds milligrams

Up to 10_____________________1.0
10 to 25______________________ 2.0
25 and over__________________ 4.0

Dosage should be adjusted according to 
the weight of the animal, the severity of 
the symptoms, and the response noted. 
Dosage by injection should not exceed 3 
days of therapy. With chronic conditions 
intramuscular therapy may be followed 
by oral administration of flumethasone 
tablets at a daily dose of from 0.0625 to 
0.25 milligram per animal.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 522.1020 Gelatin solution.

(a) Specifications. It is sterile and each 
100 cubic centimeters contains 8 grams 
of gelatin in an 0.85 percent sodium 
chloride solution.

(b) Sponsor. See No. 000856 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used to 
restore circulatory volume and maintain 
blood pressure in animals being treated 
for shock.

(2) The exact dosage to be admin
istered must be determined after evalu
ating the animal’s condition and will 
vary according to the size of the animal 
and the degree of shock. A  suggested 
dosage range for small animals such as 
dogs is 4 to 8 cubic centimeters per pound 
body weight. The suggested dosage range 
for large animals such as sheep, calves, 
cows, or horses is 2 to 4 cubic centimeters 
per pound of body weight. It  is adminis
tered intravenously at a rate of 10 cubic 
centimeters per minute in small animals 
and 20 to 30 cubic centimeters per min
ute in large animals. The solution is ad
ministered aseptically and must be be
tween 50* to 70° F. when injected.

(3) A few animals will exhibit signs 
of allergic reaction. This solution can 
cause transient reversible nephrosis. This 
product is not intended to replace whole 
blood in cases of anemia and should not 
be used in the presence of renal dysfunc
tion. Unused portions remaining in bot
tles should be discarded.

(4) For use only by or on the order of 
a licensed veterinarian.
§ 522.1044 Gentamicin sulfate injec

tion.
(a) Specifications. Conforms to the 

standards of identity, strength, quality, 
and purity prescribed by § 444.220 of this 
chapter, except that each milliliter of 
the drug contains gentamicin sulfate 
equivalent to 50 milligrams of gentamicin 
base if intended for use in dogs and cats 
or gentamicin sulfate equivalent to 5 mil
ligrams of gentamicin base if intended 
for use in turkeys.

(b) Sponsor. (1) See No. 000085 in 
§ 510.600(c) of this chapter for condi-
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tions of use provided for in paragraph
(c) of this section.

(2) See No. 000138 in §510.600(0 of 
this chapter for conditions of use pro
vided for in paragraph (d) of this section.

'(e) Conditions of use in dogs and cats.
(1) It  is used or intended for use:

(1) In dogs for the treatment of uri
nary tract infections (cystitis, nephritis), 
and respiratory tract infections (tonsil
litis, pneumonia, tracheobronchitis).

(ii) In cats for the treatment of uri
nary tract infections (cystitis, nephritis), 
and respiratory tract infections (pneu
monitis, .pneumonia, upper respiratory 
infections).

(2) It is administered intramuscularly 
or subcutaneously at a rate of 2 milli
grams per pound of body weight, twice 
on the first day of treatment and once 
daily thereafter. I f  response is not noted 
after 7 days, the antibiotic sensitivity of 
the infecting organism should be retested.

(d) Conditions of use in turkeys. (1) 
It is used in 1- to 3-day-old turkey poults 
as an aid in the prevention of early mor
tality due to Arizona paracolon infec
tions susceptible to gentamicin sulfate.

(2) It is administered subcutaneously 
in the neck of 1- to 3-day-old turkey 
poults at a rate of 1 milligram per poult.

(3) For use in 1- to 3-day-old turkey 
poults only. Injected poults must not be 
slaughtered for food for at least 9 weeks 
following treatment.
§ 522.1060 Glyceryl guaiacolate sterile 

powder.
(a) Specifications. Complies with N.F.

xm.
(b) Sponsor. See No. 037990 in § 510.- 

600(c) of this chapter.
(c) Conditions of use. (1) It is indi

cated for intravenous use as a muscle 
relaxant in horses.

(2) A 5 percent solution is prepared 
by dissolving 50 grams of the drug in 
sterile water for injection to make 1 liter 
of solution. It is administered by rjipid 
intravenous infusion at a fixed dosage 
of 1 milliliter of prepared solution per 
pound of body weight.

(3) Not to be used in horses intended 
for food.

(4) Federal law restricts this drug to 
use by or on the order of a licensed vet
erinarian.
§ 522.1081 Chorionic gonadotropin for 

injection; chorionic gonadotropin 
suspension.

(a) (1) Specifications. Chorionic go
nadotropin for injection, when recon
stituted with appropriate diluent, pro
vides 1,000 U.S.P. units of chorionic 
gonadotropin per milliliter.

(2) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
intended for parenteral use in the treat
ment of cows for nymphomania (fre
quent of constant heat) due to cystic 
ovaries.

(ii) It is administered at a recom
mended dose of 10,000 U.S.P. units by 
deep intramuscular injection or 2,500 to
5,000 U.S.P. units intravenously or by in- 
trafollicular injection of 500 to 2,500
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U.S.P. units. Dosage may be repeated in 
14 days if necessary.

(iii) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(b) (1) Specifications. Chorionic gonad
otropin suspension, veterinary contains 
in each milliliter, 750 I.U. of chorionic 
gonadotropin suspended in white wax 
and sesame oil.

(2) Sponsor. See No. 000986 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
used as an aid in increasing pregnancy 
rate of estrus synchronized and normal 
cycling heifers.

(ii) It is administered at the rate of 
2 milliliters (1,500 I.U.) subcutaneously 
at the time of insemination in the neck 
or shoulder region.

(iii) The drug is not to be used to in
duce multiple ovulations. Doses higher 
than recommended may reduce preg
nancy rate.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1143 Hexylcaine hydrochloride 

injection.
(a) Specifications. Hexylcaine hydro

chloride injection contains 1 percent or 
5 percent hexylcaine hydrochloride in a 
sterile aqueous.solution.

(b) Sponsor. See No. 000006 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used as a long-lasting anesthetic for 
epidural anesthesia of mature cattle, of 
horses, and of dogs; for infiltration 
anethesia (field blocking) of cattle, of 
horses, and of dogs; and for nerve block 
anesthesia of cattle and of horses.

(2) The drug is administered by in
jection."For epidural anesthesia, it is ad
ministered to mature cattle at a dosage 
level of 0.2 to 0.6 milligram per pound 
of -body weight to effect, to horses at a 
dosage level of 0.2 to 04 milligram per. 
pound of body weight to effect, and to 
dogs at a dosage level of 0.5 to 1 milligram 
per pound of body weight to effect. For 
infiltration anesthesia (field blocking) 
and for nerve block anesthesia, either the 
1 percent solution or a 2 percent solution 
prepared from the 5 percent solution is 
administered to effect.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1182 Iron dextran complex injec

tion.
(a) Specifications. Iron dextran com

plex injection contains ferric hydroxide 
dextran complex with 0.5 percent phenol 
as a preservative. It  is sterile and each 
cubic centimeter contains 100 milligrams 
of elemental iron.

(b) Sponsor. (1) See No. 010271 in 
§ 510.600(c) of this chapter for the 
sponsor of the usages provided by para
graph (c) (1) and (2) of this section.

(2) See No, 000856 in §510.600(0 of 
this chapter for the sponsor of usages 
provided by paragraph (c) (3) and (4) 
of this section.

(c) Conditions of use. It  is used in 
baby pigs as follows:
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(1) For the prevention of anemia due 
to iron deficiency, administer an initial 
intramuscular injection of 75 to 150 milli
grams of elemental iron to each animal 
at 2 to 4 days of age. Dosage may be re
peated in 14 to 21 days.

(2) For the treatment of anemia due 
to iron deficiency, administer an intra
muscular injection of 100 to 200 milli
grams of elemental iron.

(3) For the prevention of anemia due 
to iron deficiency, administer an initial 
intramuscular injection of 100 milli
grams of elemental iron to each animal 
at 2 to 4 days of age. Dosage may be 
repeated in 14 to 21 days.

(4) For the treatment of anemia due 
to iron deficiency, administer an intra
muscular injection of 200 milligrams of 
elemental iron.
§ 522.1183 Iron hydrogenated dextran 

injection.
(a) (1) Specifications. Iron hydro

genated dextran injection contains in 
each milliliter 100 milligrams of elemen
tal iron stabilized with a low molecular 
weight hydrogenated dextran with 0.5 
percent phenol as a preservative.

(2) Sponsor. See No. 000986 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. It  is used in 
baby pigs as follows:

(1) For the prevention of anemia due 
to iron deficiency, administer an initial 
intramuscular injection of 100 milligrams 
of elemental iron to each animal at 2 
to 5 days of age. Dosage may be repeated 
at 2 weeks of age.

(ii) For the treatment of anemia due 
to iron deficiency, administer an intra
muscular injection of 100 milligrams of 
eleniental iron to each animal when in
dicated between 5 and 28 days of age.

(b) (1) Specifications. Iron hydro
genated dextran injection contains in 
each milliliter .100 milligrams of ele
mental iron stabilized with a low molec
ular weight hydrogenated dextran with 
0.5 percent phenol as a preservative.

(2) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. It  is used in 
baby pigs as follows:

(i) For the prevention of anemia due 
to iron deficiency, administer by intra
muscular or subcutaneous injection of 
100 milligrams of elemental iron to each 
animal at 2 to 4 days of age.

(ii) For the treatment of anemia due 
to iron deficiency, administer by intra
muscular or subcutaneous injection of 
100 milligrams of elemental iron in baby 
pigs up to 4 weeks of age.

§ 522.1204 Kanamycin sulfate injec
tion.

(a) Specifications. Kanamycin sulfate 
injection veterinary conforms to the 
standards of identify, strength, quality, 
and purity prescribed by § 444.230(a) of 
this chapter, except that each milliliter 
contains either 50 or 200 milligrams of 
kanamycin.
^ (b) Sponsor. See No. 000015 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used in 
the treatment of bacterial infections due
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to kanamycin sensitive organisms in 
dogs and cats.

(2) It  is administered subcutaneously 
or intramuscularly at 5 milligrams per 
pound of body weight per day in equally 
divided doses at 12-hour intervals.

(3) Its label shall bear an appropri
ate expiration date.

(4) Restricted to use by or on the 
order of a licensed veterinarian.
§ 522.1222 Ketamine hydrochloride in

jection.
(a) Chemical name. 2-(o-Chloro- 

phenyl) - 2 - (methylamino) cyclohexa
none hydrochloride.

(b) Specifications. The drug is a ster
ile aqueous solution and each milliliter 
contains: Ketamine hydrochloride equiv
alent to 100 milligrams ketamine base 
activity and 1:10,000 benzethonium 
chloride.

(c) Sponsors. (1) See No. 000015 in 
§ 510.600(c) of this chapter.

(2) See No. 000071 in § 510.600(c) of 
this chapter.

(d) Special considerations. Store in a 
cool place. Protect from light. Do not 
use if precipitate appears.

(e) Conditions of use. (1) In cats: (i) 
It  is used for restraint or as the sole 
anesthetic agent in diagnostic or minor, 
brief surgical procedures that do not re
quire skeletal muscle relaxation.

(ii) It  is administered intramuscularly 
at a recommended dose that ranges from 
5 to 15 milligrams per pound of body 
weight depending on the effect desired.

(2) In subhuman primates: (i) It  is 
used for restraint.

(ii) It  is administered intramuscularly 
at a recommended dose that ranges from 
3 to 15 milligrams per kilogram of body 
weight depending upon the species, gen
eral condition, and age of the subject.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1244 Levamisole phosphate injec

tion,
(a) Specifications. Each milliliter of 

levamisole phosphate injection veteri
nary contains levamisole phosphate 
equivalent to 182 milligrams of levami
sole hydrochloride in sterile aqueous 
solution.

(b) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
administered by subcutaneous injection 
to cattle as an anthelmintic against the 
following nematode infections: stomach 
worms (Haemonchus, Trichostrongylus, 
Ostertagia), intestinal worms (.Trichos
trongylus, Cooperia, Nematodirus, Buno- 
stomum, Oesophagostomum) and lung- 
worms (Dictyocaulus).

(2) It is administered subcutaneously 
in the mid-neck region at the rate of 2 
milliliters per 100 pounds of body weight. 
Cattle maintained under conditions of 
constant helminth exposure may require 
retreatment within 2 to 4 weeks after 
the first treatment.

(3) Consult veterinarian before using 
in severely debilitated animals.

(4) Do not administer to cattle within 
7 days of slaughter for food. Do not
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administer to dairy animals of breeding 
age.
§ 522.1260 Lincomycin injection.

(a) Specifications. Meets the specifica
tions in § 453.230(a) (1) of this chapter, 
except that each immediate container 
may contain 20 or 50 milliliters of solu
tion containing 100 milligrams of linco
mycin per milliliter or that each immedi
ate container may contain 50 milliliters 
of solution containing 50 milligrams of 
lincomycin per milliliter.

(b) Sponsor. See No. 000009 in § 510.- 
600(c) of this chapter.

(c) Special considerations. When 
common labeling for use of the drug in 
dogs, cats, and swine is included with 
the drug, all such uses are subject to the 
labeling requirements of § 201.105 of this 
chapter.

(d) Related tolerances. See § 556.360 
of this chapter.

(e) Conditions of use. It  is used for 
animals as follows:

(1) Dogs and cats— (i) Amount. 5 to 
10 milligrams per pound of body, weight 
per day.

(ii) Indications for use. Infections 
caused by Gram-positive organisms, par
ticularly streptococci and staphylococci.

(iii) Limitations. Administer intra
muscularly 10 milligrams per pound of 
body weight once a day or 5 milligrams 
per pound of body weight twice daily 
or intravenously 5 to 10 milligrams per 
pound of body weight one or two times 
daily by slow injection. May be diluted 
with 5 percent glucose in water or nor
mal saline and given as an infusion; as 
lincomycin hydrochloride monohydrate; 
for use by or on the order of a licensed 
veterinarian.

(2) Swine— (i) Amount. 5 milligrams, 
per pound of body weight per day.

(ii) Indications for me. Treatment of 
infectious arthritis and mycoplasma 
pneumonia.

(iii) Limitations. Administer intra
muscularly as a single'daily dose for 3 to 
7 days; as lincomycin hydrochloride 
monohydrate: do not treat within 48 
hours of slaughter.
§ 522.1362 Meglumine diatrizoate and 

sodium diatrizoate injection.
(a) Specifications. Meglumine dia

trizoate and sodium diatrizoate injection 
contains 66 percent meglumine diatrizo
ate and 10 percent sodium diatrizoate in 
sterile aqueous solution.

(b) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It is indi
cated for use in dogs and cats for 
visualization in excretion urography, in
cluding renal angiography, uretography, 
cystography and urethrography; aortog
raphy; angiocardiography; peripheral 
arteriography and venography; selective 
coronary arteriography; cerebral angi
ography; lymphography; arthrography; 
discography; and sialography. It is also 
useful as an aid in delineating peritoneal 
hernias and fistulous tracts.

(2) For excretion urography admin
ister 0.5 to 1.0 milliliter per pound of 
body weight to a maximum of 30 milli
liters intravenously. For cystography re

move urine, administer 5 to 25 milliliters 
directly into the bladder via catheter. 
For urethrography administer 1.0 to 5 
milliliters via catheter into the urethra 
to provide desired contrast delineation. 
For angiocardiography (including aor
tography) rapidly inject 5 to 10 milli
liters directly into the heart via catheter 
or intraventricular puncture. For cere
bral angiopraphy rapid injection of 3 to 
10 milliliters via carotid artery. For 
peripheral arteriography and/or venog
raphy and selective coronary arteriog
raphy rapidly inject 3 to 10 milliliters 
intravascularly into the vascular bed to 
be delineated. For lymphography slowly 
inject 1.0 to 10 milliliters directly into 
the lymph vessel to be delineated. For 
arthrography slowly inject 1.0 to 5 milli
liters directly into the joint to be deline
ated. For discography slowly inject 0.5 
to 1.0 milliliter directly into the disc to 
be delineated. For sialography slowly in
ject 0.5 to 1.0 milliliter into the duct to 
be delineated. For delineation of fistu
lous tracts slowly inject quantity neces
sary to fill the tract. For delineation of 
peritoneal hernias inject 0.5 to 1.0 milli
liter per pound of body weight directly 
into the peritoneal cavity.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1380 Methrocarbamol injection.

(a) Chemical name. 3-(0-Methyoxy- 
phenoxy) -1,2-propanediol 1-carbamate.

(b) Specifications. Methocarbamol in
jection contains per milliliter: 100 milli
grams of methocarbamol, 0.1 percent of 
sodium bisulfite U.S.P., 50 percent of 
polyethylene glycol 300, and water for 
injection q.s. Its pH is 5.2-5.6. It  is sterile 
and pyrogen-free.
x (c) Sponsor. See No. 000031 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The drug is 
administered to dogs, cats, and horses as 
an adjunct to therapy for acute inflam
matory and traumatic conditions of the 
skeletal muscles and to reduce muscular 
spasms and in horses to effect striated 
muscle relaxation.

(2) The drug is administered intra
venously. For relief of moderate condi
tions in dogs and cats, a dose of 20 milli
grams per pound of body weight may be 
adequate. An initial dose in dogs and cats 
of 25 to 100 milligrams per pound of body 
weight is suggested for controlling the 
severe effects of strychnine poisoning 
and tetanus. Additional amounts may be 
needed in dogs and cats for relieving re
sidual effects and for preventing the re
currence of symptoms. A total cumulative 
dose in dogs and cats of 150 milligrams 
per pound of body weight should not be 
exceeded. For relief of moderate condi
tions in horses, a dose of 2 to 10 milli
grams per pound of body weight to effect 
is recommended; and for severe condi
tions (tetanus), a dose of 10 to 25 milli
grams per pound of body weight to effect 
is recommended.

(3) Not to be used in horses intended 
for food.

(4) Federal law restricts this drug to 
use by or on 'the order of a licensed 
veterinarian.
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§ 522.1404 Sodium methohexital for in
jection.

(a) Specifications. Sodium methohexi- 
tal for injection is a sterile dry powder 
containing a mixture of sodium metho- 
hexital and anhydrous sodium carbon
ate. It is packaged in sterile vials with 
directions for adding the necessary 
amount of either sterile water for injec
tion or sterile normal saline solution to 
produce a 2.5 percent solution of sodium 
methohexital. Five percent solutions may 
be prepared if desired by halving the 
amount of diluent.

(b) Sponsor. See No. 000986 § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is used in dogs and cats as a general 
anesthetic.

(2) It is injected intravenously in the 
average animal at 1 milliliter of a 2.5 
percent solution per 5 pounds of animal 
weight. Approximately half the esti
mated dose is administered during a pe
riod of approximately 30 to 60 seconds; 
the remainder of the dose is then ad
ministered at the rate of 1 milliliter per 
60 seconds. To maintain anesthesia for 
longer periods of time after the initial 
injection, inject 0.5 milliliter (12.5 milli
grams) to 1 milliliter (25 milligrams) 
of the 2.5 percent solution per 5 pounds 
of body weight intermittently as required. 
Continuous drip anesthesia may also be 
employed after the initial injection by 
diluting the drug to 0.1 or 0.2 percent 
levels and adjusting the flow rate to ap
proximately 0.15 milligram of the drug 
per minute for each pound of body weight 
to maintain continuous anesthesia.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1462 Naloxone hydrochloride in

jection.
(a) Specifications. Naloxone hydro

chloride injection is an aqueous sterile 
solution containing 0.4 milligram of na
loxone hydrochloride per milliliter.

(b) Sponsor. See No. 000056 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used as 
a narcotic antagonist in dogs.

(2) It is administered by intravenous, 
intramuscular, or subcutaneous injec
tion at an initial dose of 0.04 milligram 
per kilogram of body weight. When given 
intravenously, the dosage may be re
peated at 2- to 3-minute intervals as 
necessary. Onset of action by intramus
cular or subcutaneous injection is 
slightly longer than it is by intravenous 
injection, and repeated dosages must be 
administered accordingly.

(3) For use only by or on the order 
of a licensed veterinarian.
§ 522.1484 Neomycin sulfate sterile so

lution.
(a) Specifications. Neomycin sulfate 

sterile solution contains 50 milligrams 
of neomycin sulfate in each milliliter 
of solution (equivalent to 35 milli
grams neomycin base). The neomy
cin sulfate used in preparing the drug 
conforms to the standards of identity, 
strength, quality, and purity prescribed 
by § 444.42a(a) (1) of this chapter.
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(b) Sponsor. See No. 000009 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used in dogs and cats in the treatment 
of acute and chronic bacterial infections 
due to organisms susceptible to neomy
cin.

(2) It is administered intramuscularly 
or intravenously for a period of 3 to 5 
days in a total daily dosage of 5 milli
grams per pound of body weight. The 
total daily dosage is divided into por
tions that are administered every 6 to 
8 hours.

(3) Its label shall bear an appropriate 
expiration date and the statement that 
neomycin must not be used parenterally 
in food-producing animals because of 
prolonged residues of the antibiotic in 
edible tissues.

(4) For use only by or on the order 
of a licensed veterinarian.
§ 522.1503 Neostigmine methylsulfate 

injection.
(a) Specifications. Neostigmine m6th- 

ylsulfate injection contains two milli
grams of neostigmine methylsulfate in 
each milliliter of sterile aqueous solution.

(b) Sponsor. See No. 011716 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
intended for use for treating rumen 
atony; initiating peristalsis which causes 
evacuation of the bowel; emptying the 
urinary bladder; and stimulating skeletal 
muscle contractions. It is a curare 
antagonist.

(2) It is administered to cattle and 
horses at a dosage level of 1 milligram per 
100 pounds of body weight subcutane
ously. It is administered to sheep at a 
dosage level of 1 to 1 milligrams per 100 
pounds body weight subcutaneously. It is 
administered to swine at a dosage level 
of 2 to 3 milligrams per 100 pounds body 
weight intramuscularly. These doses may 
be repeated as indicated.

(3) The drug is contraindicated in 
mechanical, intestinal or urinary ob
struction, late pregnancy, and in animals 
treated with other cholinesterase in
hibitors.

(4) Not for use in animals producing 
milk, since this use will result in con
tamination of the milk.

(5) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1563 Nitrofurantoin sodium in

jection.
'(a) Specifications. It  is sterile and 

packaged so that each vial contains 
sufficient drug to permit withdrawal of 
180 milligrams of nitrofurantoin sodium. 
The nitrofurantoin sodium used is the 
sodium salt of nitrofurantoin U.SJ?.

(b) SponsorrSee No. 000947 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used 
only in bacterial infections of the urinary 
tract of dogs when the oral forms are 
not feasible.

(2) It  is administered intramuscularly 
at the rate of 1.5 milligrams of nitro
furantoin sodium per pound of body 
weight twice daily (total daily dose: 3
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milligrams per pound) for a maximum 
of 10 days.

(3) For use by or on the order of a 
licensed veterinarian.
§522.1620 Orgotein for injection.

(a) Specifications. Orgotein for injec
tion is packaged in a vial containing 5 
milligrams of orgotein and 10 milli
grams of sucrose as lyophilized sterile 
nonpyrogenic powder with directions 
for dissolving the contents of the 
vial in 2 milliliters of diluent which is 
sodium chloride injection, U.S.P.

(b) Sponsor. See No. 024991 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It is used in 
horses in the treatment of soft tissue in
flammation associated with the musculo
skeletal system.

(2) It is administered by deep intra
muscular injection at a dosage level of 
5 milligrams every other day for 2 weeks 
and twice weekly for 2 to 3 more weeks. 
In severe cases, both acute and chronic 
may benefit more from daily therapy ini
tially. Dosage may be continued beyond 
5 weeks if satisfactory improvement has 
not yet been achieved.

(3) Not for use in horses intended for 
food.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1642 Oxymorplione hydrochlor

ide injection.
(a) Specifications. The drug contains 

1 or 1.5 milligrams of oxymorphone 
hydrochloride per milliliter of aqueous 
solution containing 0.8 percent sodium 
chloride.

(b) Sponsor. See No. 000056 in § 510.- 
600(c) of this chapter.
\ (c) Conditions of use. (1) The drug is 
a narcotic analgesic, preanesthetic, an
esthetic, and substitute anesthetic ad
juvant for intramuscular, subcutaneous 
or intravenous administration to cats 
and dogs as follows:

Animal Body weight 
(pounds)

Dosage
(milligram)

[ 2 to 5...... .......... 0.75
5 to 15...... ......... 0. 75-1.5

Dogs___________...\ 15 to 30.............. 1. 5-2.5
30 to 60............ 2.5-4.0

1 Over 60............. 4.0
Cats__________ ___Small.................. 0.4-0. 75

Large.............. 0.75-1.5

(2) Do not mix with a barbiturate in 
the same syringe to preclude precipita
tion.

(3) It tends to depress respiration. 
Naloxone hydrochloride and other nar
cotic antagonists are used to counter 
over-dosing.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1662 Oxytetracycline hydrochlor

ide implantation or injectable dosage 
forms.

§ 522.1662a Oxytetracycline hydro
chloride injection.

(a )(1 ) Specifications. The drug co n 
ta in s  50 m illig ra m s  of O x y te tra cy c lin e
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hydrochloride in each milliliter of sterile 
solution.

(2) Sponsor. See No. 025001 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
intended for usé in beef cattle, beef 
calves, nonlactating dairy cattle, and 
dairy calves for treatment of disease 
conditions caused by one or more of the 
following Oxytetracycline sensitive path
ogens listed as follows: pneumonia and 
shipping fever complex (Pasteurella 
spp.; Hemophilis spp.; Klebsiellaspp. ) , 
bacterial enteritis (scours) (E. coli), 
foot-rot (Spherophorus necrophorus) , 
diphtheria (.Spherophorus necrophorus) , 
wooden tongue (Actinoibacillus lignier- 
esi). leptospirosis (Leptospira pomona). 
and wound infections; acute metritis; 
traumatic injury (caused by a variety of 
bacterial organisms (such as streptococ
cal and staphylococcal organisms) ).

(ii) It is administered by intramus
cular injection of 3 to 5 milligrams of 
Oxytetracycline hydrochloride per pound 
of body weight per day. Leptospirosis, 
severe foot-rot and severe forms of the 
indicated diseases should be treated 
with 5 milligrams per pound of body 
weight per day. Treatment should be 
continued for 24 to 48 hours following 
remission of disease symptoms; how
ever, not to exceed a total of 4 consecu
tive days. Only 2 milliliters of the drug 
should be injected per site in case of 
calves weighing 100 pounds or less and 
not more than 10 milliliters should be 
injected per site in -adult cattle.

(iii) Discontinue treatment with the 
drug at least 20 days prior to slaughter 
of the animal. When, administered to 
animals within 30 days of slaughter, 
muscle discoloration may necessitate 
trimming of injection site and surround
ing tissues.

(iv) For use only in beef cattle, beef 
calves, nonlactating dairy cattle, and 
dairy calves.

(b) (1) Specifications. The drug con
tains 50 milligrams of Oxytetracycline 
base as Oxytetracycline hydrochloride in 
each milliliter of sterile solution.

(2) Sponsor. See No. 000010 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
intended for use in the treatment of 
diseases due to oxytetracycline-suscep- 
tible organisms in beef cattle and non
lactating dairy cattle. It is indicated in 
the treatment of pneumonia and ship
ping fever complex associated with Pas
teurella spp., Hemophilus spp., Kleb
siella spp., footrot and diphtheria caused 
by Spherophorus necrophorus, bacterial 
enteritis (scours) caused by Escherichia 
coli, wooden tongue- caused by Actino- 
bacillus lignieresi, acute metritis, and 
wound infections caused by Staphylo
coccal and Streptococcal organisms. 
The drug is intended for use in sows 
to aid in control of infections enteritis 
(baby pig scours, colibacillosis) in suck
ling pigs caused by Escherichia coli.

(ii) It is administered by intramuscu
lar or intravenous injection to beef cattle 
and non-lactating dairy cattle at a level 
of 3 to 5 milligrams of Oxytetracycline 
per pound of body weight per day. In

severe foot-rot and severe forms of the 
indicated diseases treat at 5 milligrams 
per pound of body weight. When admin
istered intramuscularly no more than 0.5 
to 2 milliliters should be injected in each 
site in the case of smaller animals and 
no more than 10 milliliters should be in
jected in each site in adult cattle. Treat
ment in cattle should be continued for 24 
to 48 hours following remission of dis
ease symptoms, not to exceed a total of 
4 days. It is administered to sows intra
muscularly at a level of 3 milligrams of 
Oxytetracycline per pound of body weight 
approximately 8 hours before farrowing 
or immediately after completion of far
rowing. No more than 5 milliters should 
be injected intramuscularly per site in 
sows.

(iii) Not for use in lactating dairy 
animals. Discontinue úse 18 days before 
slaughter. When administered to animals 
within 20 days of slaughter, muscle dis
coloration may necessitate trimming of 
injection site and surrounding tissues.

(iv) I f  the product contains the state
ment, “Federal law restricts this drug to 
use by or on the order of a licensed vet
erinarian” it may contain additional 
directions for use in beef cattle and non
lactating dairy cattle for use in the treat
ment of anaplasmosis caused by Ana- 
plasma marginale. It is administered to 
beef cattle and nonlactating dairy cattle 
as described in subdivision (ii) of this 
subparagraph at the dosage level of 5 
milligrams of Oxytetracycline per pound 
of body weight.

(c )(1 ) Specifications. The drug con
tains 50 milligrams of Oxytetracycline 
hydrochloride in each milliliter of sterile 
solution.

(2) Sponsor. See No. 000196 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
intended for use in the treatment of dis
ease due to oxytetracycline-susceptible 
organisms in beef cattle and non-lactat
ing dairy cattle. It is indicated in the 
treatment of pneumonia and shipping 
fever complex associated with Pasteu
rella sp., Hemophilus sp., Klebsiella sp., 
foot rot and diphtheria caused by 
Spherophorus necrophorus, bacterial 
enteritis (scours) caused by Escherichia 
coli, wooden tongue caused by Actinoba- 
cillus" lignieresi, acute metritis, and 
wound infections caused by staphylococ
cal and streptococcal organisms.

(ii) It is administered to cattle at a 
dosage level of 3 to 5 milligrams per 
pound of body weight per day intra
muscularly or intravenously. Severe foot 
rot and the severe forms of the indicated 
diseases should be treated with 5 milli
grams per pound of body weight. Treat
ment should be continued 24 to 48 hours 
following remission of disease symptoms, 
however, not to exceed a total of 4 con
secutive days. I f  no improvement is noted 
within 24 hours, consult a veterinarian. 
When injecting the drug intramuscularly, 
do not inject more than 10 milliliters per 
site in adult cattle. Reduce the amount 
injected at each site according to the 
size of the animal. For very small calves 
do not use more than 2 milliliters per 
injection site.

(iii) Not for use in lactating dairy 
cattle. Discontinue treatment at least 19 
days prior to slaughter. When admin
istered intramuscularly within 30 days of 
slaughter, muscle discoloration may ne
cessitate trimming of the injection site 
and surrounding tissues.

(d )(1 ) Specifications. The drug con
tains 50 milligrams of Oxytetracycline 
hydrochloride in each milliliter of sterile 
solution.

(2) Sponsor. See No. 000069 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) In beef cat
tle and non-lactating dairy cattle as 
follows:

(a) It is used for the treatment of 
pneumonia and shipping fever complex 
associated with Pasteurella spp. and 
Hemophilus spp; foot-rot and diphtheria 
caused by Spherophorus necrophorus; 
bacterial enteritis (scours) caused by 
Escherichia coli\ wooden tongue caused 
by Actinobacillus lignieresi; leptospirosis 
caused by Leptospira pomona; wound in
fections and acute metritis caused by 
staphyl ococcal and streptococcal orga
nisms.

(b) Administer by intravenous or in
tramuscular injection at 3 to 5 milli
grams of Oxytetracycline per pound of 
body weight per day. In the treatment of 
severe foot-rot and severe forms of the 
indicated diseases, a dosage level of 5 
milligrams per pound of body weight per 
day is recommended.

(c) I f  the labeling "of the drug bears 
the statement “Federal law restricts this 
drug to use by or on the order of a 
licensed veterinarian” , it may include ad
ditional directions for use in beef cattle 
and non-lactating dairy cattle for the 
treatment of anaplasmosis caused by 
Anaplasma marginale, and anthrax 
caused by Bacillus anthracis in which 
case the drug is given at 3 to 5 milligrams 
of Oxytetracycline per pound of body 
weight per day for anthrax, and at 5 
milligrams per pound of body weight per 
day for anaplasmosis.

(ii) In swine as follows:
(a) It is used for the treatment of 

bacterial enteritis (scours, colibacillosis) 
caused by Escherichia coli; pneumonia 
caused by Pasteurella multocida; and 
leptospirosis caused by Leptospira po
mona. Administered to sows as an aid 
in the control bf infectious enteritis 
(baby pig scours, colibacillosis) in suck
ling pigs caused by Escherichia coli.

(b) Administer by intramuscular in
jection at 3 to 5 milligrams of Oxytetra
cycline per pound of body weight per day 
to swine. Administered to sows at 3 milli
grams of Oxytetracycline per pound of 
body weight approximately 8 hours be
fore farrowing or immediately after far
rowing.

(iii) In poultry (broilers, turkeys, and 
breeding chickens) as follows:

(a) It is used for the treatment of air 
sacculitis (air-sac disease, chronic res
piratory disease) caused by Mycoplasma 
gallisepticum and Escherichia coli; fowl 
cholera caused by Pasteurella multocida; 
infectious sinusitis caused by Myco
plasma gallisepticum; and infectious 
synovitis caused by Mycoplasma syn- 
oviae.
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(b) Adm inistered subcutaneously to 
chickens 1 day to 2 weeks o f age at 6.25 
m illigram s of Oxytetracycline per bird  
per day diluted with 1 part of the drug to
3 parts o f sterile water; to chickens 2 
to 4 weeks of age using the same diluted  
product at 12.5 m illigram s o f Oxytetra
cycline per b ird ; to chickens 4 to 8 weeks 
of age without dilution at 25 m illigram s 
o f Oxytetracycline per bird; to chickens 
8 weeks of age (broilers and light pu l
lets) at 50 m illigram s of Oxytetracycline 
per b ird ; to adult chickens at 100 m illi
grams of Oxytetracycline per bird.

(c ) Administered subcutaneously to 
turkeys 1 day to 2 weeks o f age and 2 to
4 weeks of age at the same dosage as 
chickens; to turkeys 4 to 6 weeks of age 
at 50 m illigram s of Oxytetracycline as the 
undiluted product per bird ; to turkeys 6 
to 9 weeks of age at 100 m illigram s of 
Oxytetracycline per bird; to turkeys 9 to 
12 weeks o f age at 150 m illigram s of Oxy
tetracycline per bird ; to turkeys 12 weeks 
of age and older at 200 m illigram s of 
Oxytetracycline per bird. In  light turkey 
breeds, no more than 25 m illigram s per 
pound o f body weight is administered. 
For the treatment of infectious sinusitis 
in turkeys, V* to Vz m illiliter of the drug  
is injected directly into each swollen  
sinus depending upon the age of the bird  
and the severity of the condition. A t the 
time that the sinuses are treated, the 
drug should also be administered sub
cutaneously to the birds according to 
the dosage schedule given in paragraph
(d ) (3) (iii) (c ) of this section. I f  refilling  
of the sinuses occurs, the treatment may  
be repeated in 5 to 7 days.

(iv ) Treatment of all diseases should 
be instituted early. Treatment should 
continue for 24 to 48 hours beyond the 
remission of disease symptoms, but not 
exceed a total of 4 consecutive days. If  
no improvement is noted within 24 to 48 
hours, diagnosis and therapy should be 
reevaluated.

(v) When injecting intramuscularly in 
adult livestock, do net inject more than 
10 milliliters at any one site. The volume 
administered per injection site should be 
reduced according to age and body size 
so that 1 or 2 milliliters are injected in 
smaller animals such as small calves 
and young pigs. Intravenous administra
tion is recommended in cattle when daily 
dosage exceeds 50 milliliters.

(vi) Treatment must be discontinued 
at least 5 days prior to slaughter for 
chickens and turkeys and at least 22 
days prior to slaughter for cattle and 
swine. When administered intramuscu
larly to animals within 30 days of slaugh
ter, muscle discoloration may necessitate 
trimming of the injection site(s) and 
surrounding tissues during the dressing 
procedure.

(vii) Not for use in lactating dairy ani
mals. Do not administer to laying hens 
unless the eggs are used for hatching 
only.

(e ) ( 1 ) Specifications. The drug con
tains 100 m illigram s of Oxytetracycline 
base as Oxytetracycline hydrochloride in  
each m illiliter of sterile solution.

(2) Sponsor. See code No. 000069 in 
§ 510.600(c) of this chapter.

(3) Conditions of me. (i) For beef 
cattle and nonlactating dairy cattle in 
the treatment of pneumonia and ship
ping fever complex associated with 
Pasteurella spp. and Hemophilm spp.; 
foot-rot and diptheria caused by Sphero- 
phorm necrophorus; bacterial enteritis 
(scours) caused by Escherichia coli; 
wooden tongue caused by Actinobacillus 
lignieresi; leptospirosis caused by Lepto
spira pomona; and wound infections and 
acute metritis caused by strains of Sta
phylococci and Streptococci sensitive to 
Oxytetracycline. I f  the labeling of the 
drug bears the statement “Federal law 
restricts this drug to use by or on the 
order of a licensed veterinarian”, it may 
include additional uses in beef cattle and 
nonlactating dairy cattle for the treat
ment of anaplasmosis caused by Ana- 
plasma marginale and anthrax caused 
by Bacillm anthracis.

(ii) Administer by intramuscular in
jection at a dosage level of 3 to 5 milli
grams of Oxytetracycline per pound of 
body weight per day. In the treatment of 
anaplasmosis, foot-rot, and advanced 
cases of other indicated diseases, 5 milli
grams per pound of body weight per day 
is recommended.

(iii) Treatment of all diseases should 
be instituted early and should continue 
for 24 to 48 hours beyond remission of 
disease symptoms, but not to exceed a 
total of 4 consecutive days. I f  no im
provement is noted within 24 to 48 hours, 
diagnosis and therapy should be re
evaluated.

(iv) When injecting intramuscularly 
in adult cattle, do not inject more than 
10 milliliters at any one site. The volume 
administered per injection site should be 
reduced according to age and body size 
so that 1 to 2 milliliters are injected in 
smaller animals such as small calves.

(v) Treatment must be discontinued 
at least 15 days prior to slaughter. Ex
ceeding the highest recommended dose 
of 5 milligrams per pound of body weight, 
administering at recommended levels for 
more than 4 consecutive days, and/or ex
ceeding 10 milliliters intramuscularly 
per injection site may result in anti
biotic residues beyond the withdrawal 
time.

(vi) Not for use in lactating dairy 
animals.

( f ) ( 1 )  Specifications. The drug con
tains 50 m illigram s of Oxytetracycline 
hydrochloride in each m illiliter of sterile 
solution.

(2) Sponsor. See No. 010271 in 
§ 510.600(c) of this chapter.

(3) Conditions of use. (i) Use in beef 
cattle, beef calves, nonlactating dairy 
cattle, and dairy calves for the treat
ment of pneumonia and shipping fever 
complex associated with Pasteurella spp. 
and Hemophilus spp; foot-rot and diph
theria caused by Spherophorm necro- 
phorm; bacterial enteritis (scours) 
caused by Escherichia coli; wooden 
tongue caused by Actinobacillus lignier
esi; leptospirosis caused by Leptospira 
pomona; wound infections, acute metri

tis, and traumatic injury caused 
by staphylococcal and streptococcal 
organisms.

(ii) Administer by intramuscular in
jection at 3 to 5 milligrams of Oxytetra
cycline per pound of body weight per day. 
In the treatment of leptospirosis, severe 
foot-rot, and severe forms of the indi
cated diseases, administer 5 milligrams 
per pound of body weight per day.

(iii) Treatment should continue for 24 
to 48 hours beyond remission of disease 
symptoms, but not to exceed a total of 
4 consecutive days. Treat at the first 
clinical signs of disease. I f  no improve
ment is noted within 48 hours, consult 
a veterinarian for diagnosis and therapy.

(iv) In. adult livestock, do not inject 
more than 10 milliliters at any one site. 
Reduce the volume administered per in
jection site according to age and body 
size. In calves weighing 100 pounds or 
less inject only 2 milliliters per site.

(v) Discontinue treatment at least 22 
days prior to slaughter. Exceeding the 
recommended dosage level or duration 
of treatment may result in antibiotic 
residues beyond the withdrawal time.

(vi) Not for use in lactating dairy 
animals.
§ 522.1662b Oxytetracycline hydro

chloride with lidocaine injection.
(a) Specifications. The drug contains 

50 or 100 milligrams of Oxytetracycline 
hydrochloride and 2 percent lidocaine in 
each milliliter of sterile aqueous solution.

(b) Sponsor. See Nos. 000069 and 
000196 in § 510.600(c) of this chapter.

(c) ^Conditions of use. (1) The drug is 
indicated for use in the treatment of 
diseases of dogs caused by pathogens sen
sitive to Oxytetracycline hydrochloride 
including treatment for the following 
conditions in dogs caused by susceptible 
microorganisms: Bacterial infections of 
the urinary tract caused by Hemolytic 
staphylococcus. Streptococcm spp., Bac
terial pulmonary infections caused by 
Brucella bronchiseptica, Streptococcm 
pyogenes. Staphylococcus aureus, sec
ondary bacterial infections caused by 
Micrococcus pyogenes var. albm, Bru
cella bronchiseptica, Streptococcus spp.

(2) The drug is administered intra
muscularly at a recommended daily 
dosage to dogs at 5 milligrams per pound 
of body weight administered in divided 
doses at 6 to 12 h intervals. Therapy 
should be continued for at least 24 h 
after all symptoms have subsided.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1680 Oxytocin injection.

(a) Specifications. Each milliliter of 
oxytocin injection contains 20 U.S.P. 
units of oxytocin.

(b) Sponsor. See Nos. 000845, 012481, 
011811 and 010469 in § 510.600(c) of this 
chapter.

(c) Conditions of me. (1) (i) The drug 
is administered for obstetrical use by 
intravenous, intramuscular, or subcu
taneous injection under aseptic condi
tions as indicated. The following dosages
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are recommended and may be repeated 
as conditions require:

Cats...............0.25 to 0.5 ml.. 5 to 10 U.S.P. units.
Dogs...............0.25 to 1.5 ml.. 5 to 30 U.S.P. units.
Ewes, sows....... 1.5 to 2.5 ml___30 to 50 U.S.P. units.
Cows, horses___5.0 ml............ 100 U.S.P. units.

(ii) The drug is also used for augment
ing the letdown of milk, and for this 
purpose intravenous administration is 
desirable. The following dosage is recom
mended and may be repeated as condi
tions require:

Cows............. 0.5 to 1.0 ml... 10 to 20 U.S.P. units.
Sows......... 0.25 to 1.0 ml.. 5 to 20 U.S.P. units.

(2) Do not use in dystocia due to ab
normal presentation of fetus until cor
rection is accomplished.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1704 Sodium pentobarbital injec

tion.
(a) (1) Specifications. Sodium pento

barbital injection is sterile and contains 
in each milliliter 64.8 milligrams of so
dium pentobarbital.

(2) Sponsor. See No. 011716 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug 
is indicated for use as a general anesthet
ic in dogs and cats. Although it may be 
used as a general surgical anesthetic for 
horses, it is usually given at a lower dose 
to cause sedation and hypnosis and may 
be supplemented with a local anesthetic. 
It may also be used in dogs for the symp
tomatic treatment of strychnine poison
ing.

(ii) The drug is administered intra
venously “to effect” . For general surgi
cal anesthesia, the usual dose is 11 to 13 
milligrams per pound of body weight. For 
sedation, the usual dose is approximately 
2 milligrams per pound of body weight. 
For relieving convulsive seizures in dogs, 
when caused by strychnine, the injection 
should be administered intravenously “ to 
effect” . The drug may be given intraperi- 
toneally if desired. However, the results 
of such injections are less uniform. When 
given intraperitoneally, it is adminis
tered at the same dosage level as for in
travenous administration. The dose must 
be reduced for animals showing under
nourishment, toxemia, shock and similar 
conditions.

(iii) Federal law restricts this drug to 
use by or on the order of a licensed veteri
narian.

(b) (1) Specifications. Sodium pento
barbital injection is sterile and contains 
in each milliliter 65 milligrams of sodium 
pentobarbital.

(2) Sponsor. See Nos. 000845 and 
000381 in § 510.600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
indicated for use as a general anesthetic 
in dogs and cats.

(ii) The drug is administered intra
venously “ to effect.” For general anes
thesia, the usual dose is 13 milligrams 
per pound of body weight.

(iii) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1720 Phenylbutazone injection.

(a) Specifications. The drug contains 
100 or 200 milligrams of phenylbutazone 
in each milliliter of sterile aqueous solu
tion.

(b) Sponsors. (1) Approval for use of 
the 200 milligrams per milliliter drug in 
dogs and horses: See sponsor Nos. 017220, 
011757, and 010719 in § 510.600(c) of this 
chapter.

(2) Approval for use of the 200 milli
grams per milliliter drug in horses: See 
sponsor Nos. 010271, 000010, 011398, 
000864, and 000381 in § 510.600(c) of this 
chapter.

(3) Approval for use of the 100 milli
grams per milliliter drug in dogs and 
horses: See sponsor No. 000856 in § 510.- 
600(c) of this chapter.

(c) Conditions of use for dogs. (1) It
is used for the relief of inflammatory 
conditions associated with the musculo
skeletal system. '

(2) It is administered intravenously at 
a dosage level of 10 milligrams per pound 
of body weight daily in 3 divided doses, 
not to exceed 800 milligrams daily re
gardless of weight. Limit intravenous ad
ministration to 2 successive days. Oral 
medication may follow.

(3) Federal law restricts this drug to 
use by or on the .order of a licensed vet
erinarian.

(d) Conditions of use for horses. (1) 
It is used for the relief of inflammatory 
conditions associated with the musculo
skeletal system.

(2) It is administered intravenously 
at a dosage level of 1 to 2 grams per 1,000 
pounds of body weight daily in 3 divided 
doses, not to exceed 4 grams daily. Limit 
intravenous administration to not more 
than 5 successive days.

(3) Not for use in animals intended 
for food.

(4) Federal law restricts this drug to 
use by or on the order of a licensed vet
erinarian.
§ 522.1800 Piperacetazine injection.

(a) Specifications. The drug is a sterile 
aqueous solution and each milliliter con
tains piperacetazine hydrochloride equiv
alent to 2 milligrams of piperacetazine.

(b) Sponsor. See No. 011716 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It is intended 
for use in dogs and cats as a tranquilizer, 
sedative, and antiemetic agent and for 
the symptomatic relief of pruritis.

( 2 ) It is administered intramuscularly, 
intravenously, or subcutaneously: 
method of administration depends upon 
the effect desired. It is administered at a 
recommended average dose that ranges 
from 0.5 to 2 milligrams per 10 pounds 
of body weight, depending on the effect 
desired and the response of the patient. 
Subsequent doses are adjusted as indi
cated. Treatment is repeated as neces
sary. Parenteral treatment may be fol
lowed by administration of the drug in 
tablet form, as indicated.

(3) It is not to be used in conjunction 
with organophosphates and/or procaine 
hydrochloride because phenothiazines 
may potentiate the toxicity of organo
phosphates and the activity of procaine 
hydrochloride.

(4) For use only by or on the order of 
a licensed veterinarian.
§ 522.1820 Pituitary luteinizing hor

mone for injection.
(a) Specifications. The drug is a ly- 

ophilized pituitary extract. Each 6-milli- 
liter vial contains an amount equivalent 
to 25 milligrams of standard pituitary 
luteinizing hormone and is reconstituted 
for use by addition of 5 milliliters of 0.9 
percent aqueous sodium chloride solu
tion.

(b) Sponsor. No. 000845 in §510.600 
(e l of this chapter. .

(c) Conditions of use. (1) The drug 
is an aid in the treatment of breeding 
disorders related to pituitary hypofunc- 
tion in cattle, horses, swine, sheep, and 
dogs.

(2) Preferably given by intravenous 
injection, it may be" administered sub
cutaneously; dosage is as follows: Cat
tle and horses, 25 mg; swine, 5 mg; sheep,
2.5 mg, and dogs, 1.0 mg. Treatment may 
be repeated in 1 to 4 weeks, or as 
indicated.

(c) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1862 Sterile pralidoxime chloride.

(a) Chemical name. 2-Formyl-1- 
methylpyridinium chloride oxime.

(b) Specifications. Sterile pralidoxime 
chloride is packaged in vials. Each vial 
contains 1 gram of sterile pralidoxime 
chloride powder and includes directions 
for mixing this gram with 20 cubic centi
meters of sterile water for injection prior 
to use.

(c) Sponsor. See No. 000046 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) It  is used in 
horses, dogs, and cats as an antidote in 
the treatment of poisoning due to those 
pesticides and chemicals of the organo- 
phosphate class which have anticholin
esterase activity in horses, dogs, and cats.

(2) It  is administered as soon as pos
sible after exposure to the poison. Before 
administration of the sterile pralidoxime 
chloride, atropine is administered intra
venously at a dosage rate of 0.05 milli
gram per pound of body weight, fol
lowed by administration of an additional 
0.15 milligram of atropine per pound of 
body weight administered intramuscu
larly. Then the appropriate dosage of 
sterile pralidoxime chloride is adminis
tered slowly intravenously. The dosage 
rate for sterile pralidoxime chloride 
when administered to horses is 2 grams 
per horse. When administered to dogs 
and cats, it is 25 milligrams per pound of 
body weight. For small dogs and cats, 
sterile pralidoxime chloride may be ad
ministered either intraperitoneally or 
intramuscularly. A mild degree of atro- 
pinization should be maintained for at 
least 48 hours. Following severe poison
ing, a second dose of sterile pralidoxime
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chloride may be given after 1 hour if 
muscle weakness has not been relieved.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 522.1880 Sterile prednisolone suspen

sion.
(a) Specifications. Each milliliter of 

sterile aqueous suspension contains 10 
or 25 milligrams of prednisolone.

(b) Sponsor. See No. 010719 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is indicated in the treatment of dogs, 
cats, and horses for use as an anti
inflammatory agent.

(2) The drug is administered as fol
lows and .treatment may be repeated 
when necessary:

Species Intramuscular Intra-articular

Horse.............. 50-200 milligrams.- 40-80 milligrams.
Dog...'._______ 10-30mUligrams... 10-20 milligrams.
Cat....... ..... . . .  5-10 milligrams___ 10-20 milligrams.

(3) C o r t ic o s te r o id s  administered 
orally or parenterally to aninials may 
induce the first stage of parturition when 
administered during the last trimester 
of pregnancy and may precipitate pre
mature parturition followed by dystocia, 
fetal death, retained placenta, and 
metritis.

(4) Not for use in horses intended for 
food.

(5) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1881 Sterile prednisolone acetate 

aqueous suspension.
(a) Specifications. Each milliliter of 

sterile aqueous suspension contains 25 
mg of prednisolone acetate.

(b) Sponsor. See No. 000085 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is indicated in the treatment of dogs, 
cats, and horses for conditions requiring 
an anti-inflammatory agent. The drug is 
indicated for the treatment of acute 
musculoskeletal inflammations such as 
bursitis, carpitis, and spondylitis. The 
drug is indicated as supportive therapy 
in nonspecific dermatosis such as sum
mer eczema and atopy. The drug may be 
used as supportive therapy pre- and 
post-operatively and for various stress 
conditions when corticosteroids are re
quired while the animal is being treated 
for a specific condition.

(2) The drug is administered to horses 
intra-articularly at a dosage level of 50- 
100 mg. The dose may be repeated when 
necessary. I f  no response is noted after 
3 or 4 days, the possibility must be con
sidered that the condition is unrespon
sive to prednisolone therapy. The drug 
is administered to dogs and cats intra
muscularly at a dosage level of 10 to 50 
mg. The dosage may be repeated when 
necessary. I f  the condition is of a chronic 
nature, an oral corticosteroid may be 
given as a maintenance dosage. The drug 
may be given intra-articularly to dogs 
and cats at a dosage level of 5 to 25 mg. 
The dose may be repeated when neces
sary after 7 days for two or three doses.

(3) Corticosteroids administered orally 
or parenterally to animals may induce 
the first stage of parturition when ad
ministered during the last trimester of 
pregnancy and may precipitate prema
ture parturition followed by dystocia, 
fetal death, retained placenta, and 
metritis.

(4) Not for use in horses intended 
for food.

(5) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.1884 Prednisolone sodium succi

nate injection.
(a) Chemical name. 11 beta, 17,21-Tri- 

hydroxypregna-1, 4-diene-3, 20-dione 
21-succinate sodium salt.

(b) Specifications. Each milliliter of 
prednisolone sodium succinate injection 
contains: Prednisolone sodium succinate 
equivalent in activity to 10 milligrams of 
prednisolone.

(c) Sponsor. See No. 000009 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The drug 
is intended for the treatment of horses, 
dogs, and cats.

(2) (i) The dosage for horses is 50 to 
100 milligrams as an initial dose given 
intravenously over a period of one-half 
to 1 minute, or intramuscularly, and may 
be repeated in inflammatory, allergic, 
or other stress conditions at intervals of 
12, 24, or 48 hours, depending upon the 
size of the animal, the severity of the 
condition and the response to treatment.

(ii) In dogs, the drug is administered 
intravenously at a range of 2.5 to 5 milli
grams per pound of body weight as an 
initial dose followed by maintenance 
doses at 1, 3, 6 or 10 hour intervals, as 
determined by the condition of the 
animal, for treatment of shock.

(iii) In dogs and cats, the drug may 
be given intramuscularly for treatment 
of inflammatory, allergic and less severe 
stress conditions, where immediate effect 
is not required, at 1 to 5 milligrams 
ranging upwards to 30 to 50 milligrams 
in large breeds of dogs. Dosage may be 
repeated in 12 to 24 hours and continued 
for 3 to 5 days if necessary. I f  permanent 
corticosteroid effect is required oral 
therapy with prednisolone tablets may 
be substituted.

(3) Federal law restricts this drug to 
use by or on the order of a licensed veter
inarian.
§ 522.1885 Prednisolone tertiary butyl- 

acetate suspension.
(a) Specifications. Prednisolone ter

tiary butylacetate (Pregna-l,4-diene-3, 
20-dione-llB, 17a 21-triol 21-(3,3, di
methyl butyrate) suspension contains 20 
milligrams of prednisolone tertiary 
butylacetate per milliliter. It is sterile.

(b) Sponsor. See No. 000006 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It is used 
as an anti-inflammatory agent in horses, 
dogs, and cats.

(2) It  is administered to horses intra
muscularly at a dosage level of 100 to 
300 milligrams and intrasynovially at a

dosage level of 50 to 100 milligrams. It 
is administered intramuscularly to dogs 
and cats at a dosage level of 1 milligram 
per 5 pounds of body weight and intra- 
synovially at a dosage level of 10 to 20 
milligrams. Intramuscular retreatment 
of horses in 24 to 48 hours may be nec
essary, depending on the general con
dition of the animal and the severity and 
duration of the disease.

(3) Clinical and experimental data 
have demonstrated that corticosteroids 
administered orally or parenterally to' 
animals may induce the first stage of 
parturition when administered late in 
pregnancy and may precipitate prema
ture parturition followed by dystocia, 
fetal death, retained placenta, and 
metritis.

(4) Federal law restricts this drug to 
use by or on the order of a licensed

«.veterinarian.
§ 552.1920 Prochlorperazine, isopropa- 

mide for injection.
(a) Specifications. Prochlorperazine, 

isopropamide for injection, veterinary, 
contains in each milliliter, 6 milligrams 
of prochlorperazine edisylate (equiva
lent to 4 milligrams prochlorperazine), 
and 0.38 milligrams of isopropamide 
iodide (equivalent to 0.28 milligrams of 
isopropamide) in buffered aqueous 
solution.

(b) Sponsor. See No. 011519 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used in dogs and cats in which gastro
intestinal disturbances are associated 
with emotional stress.
. (2) Dosage is administered by sub
cutaneous injection twice daily as
follows:

Dosage in
Weight of animal in pounds Milliliters
Up to 4--------------------------------------------0.25
5 to 14_________________________  0.5-1
15 to 30______ ___________ _______________  2-3
30 to 45________ _________ ________________  3 - 4
45 to 60_____________ _____ _______________  4-5
Over 60_______________ ;_____ _____________ 6

Following the last injection, adminis
ter prochlorperazine and isopropamide 
sustained release capsules as indicated.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 522.1940 Progesterone and estradiol 

benzoate in combination.
(a) Chemical names. (1) Progeste

rone: 4-Pregnene-3,20-dione.
(2) Estradiol benzoate: 1,3,5(10)-ES- 

tratriene-3,17beta-diol 3-benzoate.
(b) Sponsor. See No. 000033 in § 510.- 

600(c) of this chapter.
(c) Related tolerances. See §§ 556.240 

and 556.540 of this chapter.
(d) Conditions of use. It is used for im

plantation in animals as follows:
(1) Lambs— (i) Amount. 25 milligrams 

of progesterone and 2.5 milligrams of es
tradiol benzoate per dose.

(ii) Indications for use. Growth pro
motion and feed efficiency.

(iii) Limitations. For animals weigh
ing between 60 and 85 pounds; for sub
cutaneous ear implantation, one dose per 
animal; not to be used within 60 days of 
slaughter.
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(2) Steers— (i) Amount. 200 milligrams 
of progesterone and 20 milligrams of es
tradiol benzoate per dose.

(ii) Indications for use. Growth pro
motion and feed efficiency.

(iii) Limitations. For animals weighing 
between 400 and 1,000 pounds; for sub
cutaneous ear implantation, one dose per 
animal; not to be used within 60 days of 
slaughter.
§ 522.1962 Promazine • hydrochloride 

injection.
(a) Chemical name. 10-13-(Dimethyl- 

amino) propyl] phenothiazine monohy
drochloride.

(b) Specifications. The product con
tains 50 milligrams of promazine hy
drochloride in each milliliter of sterile 
aqueous solution.

(c) Sponsor. See No. 000008 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) It  is admin-* 
istered either intramuscularly or intra
venously to horses at a dosage level of 0.2 
milligram to 0.5 milligram per pound of 
body weight and to dogs and cats at 1 
milligram to 3 milligrams per pound of 
body weight every 4 to 6 hours as a tran
quilizer or preanesthetic.

(2) It is not to be used in conjunction 
with organophosphates because their 
toxicity may be potentiated, nor with 
procaine hydrochloride as its activity 
may be increased.

(3) Not for use in horses intended for 
food.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.2002 Propiopromazine hydro

chloride injection.
(a) Chemical name. 1-Propanone, 1- 

[10-[3-(dimethylamino) propyl] pheno- 
thiazine-2-yl]-, monohydrochloride.

(b) Specifications. Propiopromazine 
hydrochloride injection contains 5 or 10 
milligrams of the drug in each milliliter 
of sterile aqueous solution.

(c) Sponsor. See No. 013947 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) It  is admin
istered either intravenously or intra
muscularly to dogs and cats for tran- 
quilization at a dosage level of 0.05-0.5 
milligram per pound of body weight and 
is also administered intravenously to dogs 
and cats as a preanesthetic at a dosage 
level of 0.25 milligram per pound of body 
weight.

(2) I t  is not to be used in conjunction 
with organophosphates and/or procaine 
hydrochloride since phenothiazines may 
potentiate the toxicity of organophos
phates and the activity of procaine hy
drochloride.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 522.2022 Protokylol hydrochloride 

injection.
(a) Specifications. Protokylol hydro

chloride injection contains 0.5 milligram 
of protokylol hydrochloride per cubic 
centimeter of sterile aqueous solution.

(b) Sponsors. See No. 000859 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used in 
dogs and cats for relief of bronchial 
spasm.

(2) It  is administered subcutaneously 
or intramuscularly at a dosage level of 
0.125 to 0.5 milligram to dogs and at a 
level of 0.125 to 0.25 milligram to cats.

(3 ) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.2063 Pyrilamine maleate injec

tion.
(a) Specifications. The drug is a sterile 

aqueous solution with each milliliter 
containing 20 milligrams of pyrilamine
m&l&drt/G

(b) Sponsor. See No. 011519 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is in
tended for treating horses in conditions 
in which antihistaminic therapy may be 
expected to lead to alleviation of some 
signs of disease, such as equine laminitis 
or insect stings.

(2) It  is administered intramuscu
larly, subcutaneously, or intravenously. 
Local injection at the site of insect bites 
may be indicated in severe cases. Intra
venous injections must be given slowly to 
avoid symptoms of overdosage. Dosage 
may be repeated every 6 to 12 hours 
whenever necessary. Horses, 40 to 60 
milligrams per 10 pounds body weight; 
foals, 20 milligrams per 100 pounds body- 
weight.

(3 ) Do not use in horses intended for 
food purposes.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.2100 Selenium, vitamin E injec

tion.
(a) (1) Specifications. The drug is an 

emulsion containing in each milliliter, 
5.48 milligrams sodium selenite (equiv
alent to 2.5 milligrams selenium), 50 mil
ligrams of vitamin E (68 I.U.) (as 
d-alpha tocopheryl acetate), 250 milli
grams polyoxyethylated vegetable oil, 
and 0.1 milligram thimerosal, and water 
for injection.

(2) Sponsor. See No. 000845 in § 510.- 
600(c) of this chapter.

(3 ) Conditions of use. (i) The drug is 
intended for use for the prevention and 
treatment of selenium-tocopherol de
ficiency syndrome in horses.

(ii) The drug is administered by intra
venous or deep intramuscular injection 
in divided doses in 2 or more sites in the 
gluteal or cervical muscles at a dosage 
level or 1 milliliter per 100 pounds of body 
weight and may be repeated at 5 to 10 
day intervals.

(iii) Do not use in horses intended for 
food.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed vet
erinarian.

(b ) (1) Specifications. The drug con
tains in each milliliter 2.19 milligrams 
of sodium selenite (equivalent to 1 milli
gram of selenium), 50 milligrams of vita
min E (68 I.U.) (as d-alpha tocopheryl 
acetate), 100 milligrams of polyoxyethyl
ated vegetable oil, 1:10,000 thimerosal, 
and water for injection.

(2) Sponsor. See No. 000845 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
intended for use as an aid in alleviating 
and controlling inflammation, pain and 
lameness associated with certain ar
thropathies in dogs.

(ii) The drug is administered subcu
taneously or intramuscularly in divided 
doses in 2 or more sites at a dosage level 
of 1 milliliter per 20 pounds of body 
weight with a minimum dosage of % mil- 
litter and a maximum dosage of 5 milli
liters. The dosage is repeated at 3 day 
intervals until a satisfactory therapeutic 
response is observed. A maintenance 
regimen is then initiated which consists 
of 1 milliliter per 40 pounds of body 
weight with a minimum dosage of % 
milliliter which is repeated every 3 days 
or 7 days, or longer, as required to main
tain continued improvement or an 
asymptomatic condition; or the drug may 
be used in capsule form for oral main
tenance therapy.

(iii) Federal law restricts this drug 
to use by or on the order of a licensed 
veterinarian.
§ 522.2120 Spectinomycin injection.

(a) Specifications. The spectinomycin 
dihydrochloride pentahydrate used in 
manufacturing the drug is the antibiotic 
substance produced by the growth of 
Streptomyces flavopersicus (var. Abbott) 
or the same antibiotic substance pro
duced by any other means. Each milliliter 
of the drug contains the following 
amount of spectinomycin activity from 
spectinomycin dihydrochloride pentahy
drate:

(1) 5 milligrams when used as pro
vided in paragraph (d) (1) of this sec
tion.

(2) 25 milligrams when used as pro
vided in paragraph (d) (2) of this section.

(3) 100 milligrams when used as pro
vided in paragraph (d) (3) of this section.

(b) Sponsor. See No. 043731 in § 510.- 
600(c) of this chapter.

(c) Special considerations. The quan
tity of spectinomycin referred to in this 
section refers to the equivalent weight 
of base activity for the drug.

(d) Conditions of use. It  is adminis
tered as spectinomycin dihydrochloride 
pentahydrate as follows:

(1) Subcutaneously in the treatment 
of l-to-3-day-old turkey poults at the 
rate of 1 to 2 milligrams per poult as an 
aid in the prevention of mortality asso
ciated with Arizona group infection.

(2) Subcutaneously in the treatment 
of l-to-3-day old:

(i) Turkey poults at the rate of 5 
milligrams per poult as an aid in the 
control o f chronic respiratory disease 
(CRD) associated with E. coli.

(ii) Baby chicks at the rate of 2.5 to 5 
milligrams per chick as an aid in the 
control of mortality and to lessen se
verity of infections caused by M. syno- 
viae, S. typhimurium, S. in f antis, and E. 
coli.

(3) Intramuscularly in the treatment 
of dogs:

(i) At a dosage level of 2.5 milligrams 
to 5.0 milligrams per pound of body 
weight twice daily. Treatment may be
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continued for 4 days. For treatment of 
infections caused by gram-negative and 
gram-positive organisms susceptible to 
spectinomycin.

(ii) Federal law restricts this drug 
to use by or on the order of a licensed 
veterinarian. -
§ 522.2200 Sulfachlorpyridazine.

(a) Chemical name. N1- (6-Chloro-3- 
pyridazinyl) sulfanilamide.

(b) Specifications. Melting point range 
190°C. to 191° C.

(c) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(d) Related tolerances. See § 556.630 
of this chapter.

(e) Conditions of use. It is used for in
jection into calves as follows:

(1) Amount. 30 to 45 milligrams per 
pound of body weight per day. .
, (2) Indications for use. Treatment of 

diarrhea caused or complicated by. E. coli 
(colibacillosis).

(3) Limitations. Administer as the 
sodium salt of sulfachlorpyridazine in
travenously in aqueous solution for 1 to 
5 days in divided doses twice daily; 
treated calves-must not be slaughtered 
for food during treatment or for 5 days 
after the last treatment.'
§ 522.2220 Sulfadimethoxine injection.

(a) (1) Specifications. Sulfadimethox
ine injection containing 400 milligrams 
per milliliter.

(2) Sponsor. See No. 000004 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It  is used or 
intended for use in dogs and cats as 
follows:

(a) For the treatment of respiratory, 
genitourinary tract, enteric, and soft tis
sue infections when caused by Strepto
cocci, Staphylococci, Escherichia, Sal
monella, Klebsiella, Proteus, or Shigella 
organisms sensitive to sulfadimethoxine, 
and in the treatment of canine bacterial 
enteritis associated with coccidiosis and 
canine Salmonellosis.

(b) It  is administered by intravenous 
or subcutaneous injection at an initial 
dose of 55 milligrams per kilogram of 
body weight followed by 27.5 milligrams 
per kilogram of body weight every 24 
hours.

(c) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(ii) It  is used or intended for use in 
horses as follows:

(a ) For the treatment of respiratory 
disease caused by Streptococcus equi 
(strangles).

(b) It  is administered by intravenous 
injection at an initial dose of 55 milli
grams per kilogram of body weight fol
lowed by 27.5 milligrams per kilogram 
of body weight every 24 hours until the 
patient is asymptomatic for 48 hours.

(c) Not for use in horses intended for 
food.

(d) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(iii) It  is used or intended for use in 
cattle as follows:

(a) For the treatment of shipping 
fever complex, bacterial pneumonia, calf 
diphtheria, and foot rot.

(b) It is administered by intravenous 
injection at an initial dose of 25 milli
grams per pound of body weight followed 
by 12.5 milligrams per pound of body 
weight every 24 hours until the animal 
is asymptomatic for 48 hours.

(c) Milk taken from animals during 
treatment and for 60 hours (5 milkings) 
after the latest treatment must not be 
used for food. Do not administer within 
5 days of slaughter.

(d) Federal law restricts this drug to 
use by or on the order of a licehsed 
veterinarian.

(b )  (1) Specifications. Sulfadimethox
ine injection containing 100 milligrams 
per milliliter.

(2) Sponsors. See No. 011825 in § 510.- 
600(c) of this chapter for use in cats and 
dogs and No. 000859 in § 510.600(c) of 
this chapter for use in dogs only.
• (3) Conditions of use. (i) It is used 

or intended for use in the treatment of 
sulfadimethoxine-susceptible bacterial 
infections in cats and dogs.

(ii) It  is administered by intravenous 
or intramuscular injection at an initial 
dose of 25 milligrams per pound of body 
weight followed by 12.5 milligrams per 
pound of body weight daily thereafter 
for 3 to 5 days.

(iii) For use by or on the order of a 
licensed veterinarian.

(c) (1) Specifications. Sulfadimethoxine 
containing 100 milligrams per milliliter.

(2) Sponsor. See No. 011716 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It is used or 
intended for use in the treatment of 
sulfadimethoxine-susceptible bacterial 
infections in dogs, cats and horses.

(ii) It  is administered by subcutane
ous, intramuscular or intravenous injec
tion to dogs and cats and by intravenous 
injection only to horses at an initial dose 
of 25 milligrams per pound of body 
weight followed by 12.5 milligrams per 
pound of body weight every 24 hours 
thereafter. Continue treatment until the 
animal is free from symptoms for 48 
hours.

(iii) Not to be administered to horses 
intended for use as food.

( iv )  F o r  u se  b y  o r  o n  th e  o rd e r o f a  
lice n se d  v e te r in a r ia n .

(d) Related tolerances. See § 556.640 
of this chapter.
§ 522.2240 Sul fa ethoxy pyridazine.

(a) Chemical name. IVMe-Ethoxy-S- 
pyridazinyl) sulfanilamide.

Ob) Specifications. Melting point range 
of 180° C. to 186° C.

(c) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.

(d) Related tolerances. See § 556.650 
of this chapter.

(e) Conditions of use. It is used for in
jection into cattle as follows:

(1) Amount. 2.5 grams per 100 pounds 
of body weight per day.

02) Indications for use. Treatment of 
respiratory infection (pneumonia, ship
ping fever), foot rot, calf scours; as

adjunctive therapy in septicemia accom
panying mastitis and metritis.

(3) Limitations. Administer intrave
nously for not more than 4 days; or first 
treatment may be followed by 3 days of 
treatment with sulfaethoxypyridazine in 
drinking water, feed, or tablet in accord
ance with § 121.280(b) or § 520.2240(e) 
of this chapter; as sodium sulfaethoxy
pyridazine; do not treat within 16 days 
of slaughter; as sole source of sulfona
mide; milk that has been taken from ani
mals during treatment and for 72 hours 
(6 milkings) after the latest treatment 
must not be used for food; for use by or 
on the order of a licensed veterinarian.
§ 522.2340 Sulfomyxin.

(a) Specifications. Sulfomyxin for 
injection is sterile. It is derived from 
the antibiotic substance produced by the 
growth of Bacillus polymyxa or is the 
same substance produced by any other 
means.

(b) Sponsor. See No. 000069 in § 510.- 
600(c) of this chapter.

(c) Special considerations. The quan
tities of antibiotic in paragraph (e) of 
this section refer to the activity of the 
appropriate standard.

(d) Related tolerances. See § 556.700 
of this chapter.

(e) Conditions of use. (1) It  is used 
or intended for use in chickens and 
turkeys as an aid in the treatment of 
disease caused or complicated by E. coli. 
such as colibacillosis and complicated 
chronic respiratory disease.

(2) It is administered by subcutaneous 
injection as follows:

Age of birds in days
Antibiotic activity

Chickens Turkeys

TJnUs U n its
1 to 14................................. 12,500 12,500
15 to 28................................ 25,000 25,000
29 to 63................................. 50,000 60,000
Over 63................................ 50,000 100,000

(3) A  second injection may be given 3 
days later if symptoms persist.

(4) Not for use in laying hens; do not 
treat chickens within 5 days of slaughter; 
do not treat turkeys within 7 days of 
slaughter.
§ 522.2350 Testosterone and diethylstil- 

bestrol in combination.
(a) Chemical names. {1) Diethylstil-

bestrol: 3,4-bis, (p-Hydroxyphenyl) -3-
hexene.

(2) Testosterone: 1-beta-Hydroxyan- 
drost-4-en-3-one.

(b) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(c) Related tolerances. See §§ 556.190 
and 556.708 of this chapter.

(d) Conditions of use. It is used as a 
subcutaneous ear implantation for beef 
cattle as follows:

(1) Amount per dose. Testosterone, 120 
milligrams plus diethylstilbestrol, 24 
milligrams.

(2) Indications for use. Stimulation of 
growth and of rate of finishing of beef 
cattle.

(3) Limitations. One dose per animal; 
may be repeated after 60 days; do not
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use within 21 days of slaughter; may be 
administered to cattle being fed diethyl- 
stilbestrol in accordance with table 1, 
item 1, of § 121.241(b) of this chapter.
§ 522.2404 Thialbarbitone sodium for 

injection.
(a) Specifications. Thialbarbitone 

sodium for injection when reconstituted 
with sterile distilled water provides 94 
milligrams of thialbarbitone sodium per 
milliliter of solution.

(b) Sponsor. See No. 000856 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
administered as a general anesthetic in 
surgical procedures on dogs, cats, swine, 
sheep, cattle, and horses. The drug is 
used for procedures of relatively short 
duration. However, the period of anes
thesia can be lengthened by slower initial 
injection and supplemental administra
tion during surgery.

(2) It  is administered intravenously. 
The drug is injected slowly to dogs, cats, 
cattle, sheep, and swine. For horses, it is 
recommended that a pre-anesthetic se
dation be administered to the horse 30 
minutes before the drug is administered. 
The drug is then injected rapidly and 
completely. The drug is used at the 
following dosage levels:

Species
Weight of Dosage in
animal in milligrams
pounds per pound

Dog......................... . . .  Over60........... 14.1
Do..................... . . .  30-50................ 18.8
Do..................... . . .  10-30................ 23.5
Do..................... . . .  Under 10......... 28.2

Cat..........................
Horse.......................
Cattle and swine___
Calves and sheep___

31.3-37.6 
6.3-7.8 
6. 7-9.4 

9.4-11.8

(3) Federal Law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.2424 Sodium thiamylal for injec

tion.
(a )  (1) Specifications. Sodium thi

amylal for injection is a sterile dry 
powder containing a mixture of so
dium thiamylal and anhydrous sodium 
carbonate. It is contained in vials 
with directions for adding the nec
essary amount of water for injection or 
of sodium chloride for injection in order 
to produce a 0.5 to 4.0 percent solution 
of sodium thiamylal.

(2) Sponsor. See No. 000010 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. It  is used in 
dogs, as follows:

CO (a) To induce anesthesia,
(b) For short periods of anesthesia 

(10 to 15 minutes), and
(c) As an additional dosage of anes

thetic when needed in major surgery.
(ii) An initial dose of approximately 

8 milligrams per pound of body weight 
is administered. Additional dosages are 
given at approximately one-fourth of the 
initial dose.

(iii) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(b) (1) Specifications. Sodium thi
amylal for injection is a sterile dry pow
der containing a mixture of sodium thia
mylal and anhydrous sodium carbonate.

RULES AND REGULATIONS
It includes directions for adding the nec
essary amount of sterile distilled water to 
produce a 0.5 to 4 percent solution of 
sodium thiamylal.

(2) Sponsor. See No. 000071 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. The drug is 
used either as the sole intravenous anes
thetic agent for major and minor surgery 
or for intubation and induction of anes
thesia prior to the administration of a 
volatile anesthetic as follows:

(1) The drug is administered to ini
tially anesthetize an average-sized dog or 
cat in an approximate quantity calcu
lated on the basis of 40 milligrams per 5 
pounds of body weight. Young animals 
may require a larger dose than do older 
animals. Lower dosage is generally appli
cable to larger and older animals, those 
in poor physical condition, and brachio
cephalic breeds.

(ii) It  is administered to horses di
rectly into the jugular vein for light 
anesthesia, it is administered at 1 gram 
to animals weighing from 500 to 1,100 
pounds. For deeper anesthesia, it is ad
ministered at a dosage of 40 milligrams 
per 12 pounds of body weight; supple
mental volatile liquid or gas may be used 
if desired to prolong anesthesia.

(iii) It  is administered to swine at 40 
milligrams per 5 pounds of body weight. 
It is administered either into the an
terior vena cava or into the external ear 
vein, depending upon the size of the 
animal.

(iv) It is administered to cattle intra
venously either at 20 milligrams per 5 
pounds of body weight from a 2 percent 
solution or at 40 milligrams per 7 pounds 
of body weight from a 4 percent solution.

(v) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.2444 Sodium thiopental implanta

tion or injectable dosage forms. '
§ 522.2444a Sodium thiopental for in

jection.
(a) Specifications. The drug contains 

sodium thiopental sterile powder for dilu
tion with sterile water for injection.

(b) Sponsor. See No. 000856 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It is used as 
an anesthetic for intravenous adminis
tration to dogs and cats during short to 
moderately long surgical and other pro
cedures. It is also used to induce anes
thesia in dogs and cats which then have 
surgical anesthesia maintained by use of 
a volatile anesthetic.

(2) It is administered as follows:
(i) For brief anesthesia (6 to 10 min

utes) a dosage of 6 to 9 milligrams per 
pound of body weight is suggested.

(ii) To obtain anesthesia of 15 to 25 
minutes duration the suggested dosage 
is 10 to 12 milligrams per pound of body 
weight.

(iii) Use of a preanesthetic tranquil
izer or morphine will decrease the dosage 
of sodium thiopental required, provide 
for smoother induction and smoother 
recovery, and sometimes prolong the 
recovery period. I f  morphine is used as a 
preanesthetic agent the dose of the bar

biturate can be reduced as much as 40 
to 50 percent. When a tranquilizer is 
administered the barbiturate dosage can 
be reduced 10 to 25 percent.

(3) Federal law restricts this drug to 
use by or on the order of a licensed vet
erinarian.
§ 522.2444b Sodium thiopental, sodium 

pentobarbital for injection.
(a) Specifications. Each gram of the 

drug contains 750 milligrams of sodium 
thiopental and 250 milligrams of sodium 
pentobarbital sterile powder for dilution 
with sterile water for injection.

(b) Sponsor. See No. 043731 in § 510.: 
600 (c) of this chapter.

(c) Conditions of use. (1) It  is used 
us an anesthetic for intravenous admin
istration to dogs and cats during short 
to moderately long surgical procedures.

(2) It is administered as follows:
(1) For total anesthesia, it is given 

at approximately 10 to 12 milligrams per 
pound of body weight over a period of
3.5 to 5 minutes.

(ii) When preanesthetic medication is 
used, it is important to wait at least an 
hour before administering thiopental and 
sodium pentobarbital for injection, and 
the dosage necessary for anesthesia is 
reduced.-Usually x/2 to %  the normal 
amount is adequate.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 

-veterinarian.
§ 522.2480 Triamcinolone injection.

(a) Chemical name. 9-Fluro-ll/3,16a,
17,21 - tetrahydroxypregna - 1,4 - diene- 
3, 20-dione.

(b) Specifications. Each cubic centi
meter of triamcinolone injection con
tains: 2.5 milligrams of triamcinolone 
and 10 milligrams of procaine hydro
chloride with 0.1 percent of sodium bi
sulfite and 84.4 percent of polyethylene 
glycol 400.

(c) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.

(d) Conditions of use. (1) The drug is 
indicated for use in dogs and cats for its 
anti-inflammatory activity.

(2) (i) In dogs, the drug may be given 
by intramuscular or subcutaneous injec
tion at 0.625 milligram for each 10 pounds 
of body weight, and, if only one or two in
jections are anticipated, the dosage may 
be doubled. It  may also be given to dogs 
by intra-articular administration at from 
0.625 milligram to 1.25 milligrams per 
dose. Repeat dosage as indicated.

(ii) In cats, the drug may be given by 
intramuscular or subcutaneous injection 
at 0.625 milligram for each 10 pounds of 
body weight. It  may also be given by 
intra-articular administration at from 
0.31 milligram to 0.625 milligram per 
dose. Repeat dosage as indicated.

(iii) Since requirements vary with the 
individual animal, recommended dosage 
is approximate and must be adjusted to 
the response of the individual animal. 
Generally, initial dosages are at a higher 
range. When response is satisfactory, 
gradually reduce dosage until a minimum 
dose is obtained. This is particularly im
portant for long-term medication. I f  
additional treatment or a long-term
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treatment is necessary, triamcinolone 
tablets may be used as a maintenance 
dosage.

(3) For use by or on the order of a 
licensed veterinarian.
§ 522.2582 Triflupromazine hydrochlo

ride injection.
(a) Specifications. Triflupromazine 

hydrochloride injection contains 20 mil
ligrams of triflupromazine hydrochloride 
in each milliliter of sterile aqueous solu
tion.

(b) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used in dogs, cats, and horses to relieve 
anxiety and to help control psychomotor 
overactivity as well as to increase the 
tolerance of animals to pain and pruritus. 
The drug is indicated in various office 
and clinical procedures which require 
the aid of a tranquilizer, antiemetic, or 
preanesthetic.

(2)  The drug is administered to dogs 
either intravenously at a dosage level of 
0.5 to 1 milligram per pound of body 
weight daily, or intramuscularly at a 
dosage level of 1 to 2 milligrams per 
pound of body weight daily. It is admin
istered to cats intramuscularly at a dos
age level of 2 to 4 milligrams per pound 
of body weight daily. It is administered 
to horses intravenously or intramuscu
larly at a dosage level of 10 to 15 milli
grams per 100 pounds of body weight 
daily to a maximum dose of 100 
milligrams.

(3) Not for use in horses intended for 
food.

(4) Do not use in conjunction with 
organophosphates and/or procaine hy
drochloride, because phenothiazines may 
potentitate the toxicity of organophos
phates and the activity of procaine 
hydrochloride.

(5) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.2640 Tylosin.

(a) Specifications. Tylosin Is the anti
biotic substance produced by growth of 
Streptomyces fradiae or the same anti
biotic substance produced by any other 
means.

(b) Sponsor, See No. 000986 in § 510.- 
600(c) of this chapter.

(c) Special considerations. The quan
tities of antibiotic in paragraph (e) of 
this section refer to the activity of the 
appropriate standard.

(d) Related tolerances. See § 556.740 
of this chapter.

(e) Conditions of use. It is used for 
injection into animals as follows:

(1) Cattle— (i) Amount. 100 to 200 
milligrams per 100 pounds of body weight 
per day.

(ii) Indications for use. Treatment of 
contagious calf pneumonia (pneumoen
teritis) , diphtheria, foot rot (necrotic 
pododermatitis), metritis, and pneu
monia.

(in) Limitations. Administer intra
muscularly for not more than 5 days; 
do not administer within 8 days of 
slaughter; when used in milk-producing
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animals, milk that has been taken during 
treatment and for 96 hours (8 milkings) 
after the latest treatment must not be 
used for food; as tylosin base.

(2) Chickens— (i) Amount. 25 mil
ligrams per 2 pounds of body weight.

(ii) Indications for use. As an aid in 
the control and treatment of chronic 
respiratory disease caused by Myco
plasma gallisepticum sensitive to tylosin.

(iii) Limitations. Not for use in laying 
chickens producing eggs for human con
sumption; inject 25 milligrams per 2 
pounds of body weight under the loose 
skin of the neck behind the head; if no 
improvement is noted within 5 days, the 
diagnosis should be reconfirmed; do not 
inject within 3 days of slaughter; as 
tylosin tartrate.

(3) Swine— (i) Amount. 100 to 400 
milligrams per 100 pounds of body weight 
per day.

(ii) Indications for use. Treatment of 
erysipelas, pneumonia, dysentery (vib- 
rionic), arthritis due to pleuro-pneu- 
monia-like organisms.

(iii) Limitations. Administer intra
muscularly for not more than 3 days, 
do not administer within 4 days of 
slaughter; as tylosin base.

(4) Turkeys— (i) AwoMnt.-6.25 to 12.5 
milligrams' per sinus.

(ii) Indications for use. As an aid in 
the control and treatment of infectious 
sinusitis caused by Mycoplasma galli
septicum sensitive to tylosin.

(iii) Limitations. Do not use in laying 
turkeys producing eggs for human con
sumption; inject 6.25 milligrams or 12.5 
milligrams per sinus, depending on se
verity of condition, treatment may be re
peated in 10 days if the swelling persists; 
do not inject within 5 days of slaughter; 
as.tylosin tartrate; may be used in con
junction with tylosin in drinking water 
as indicated in § 520.2640(e) (2) of this 
chapter.
§ 522.2666 Xylazine hydrochloride in

jection.
(a) Specifications. Xylazine hydro

chloride injection is a sterile aqueous 
solution containing xylazine hydrochlo
ride equivalent to 100 milligrams of 
xylazine in each milliliter of solution 
when intended for use in horses and 
containing 20 milligrams of xylazine per 
milliliter of solution when intended for 
use in dogs and cats.

(b) Sponsor. See No. 000859 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. ( 1) The drug is 
used in horses, dogs, and cats to produce 
sedation, as an analgesic, and a preanes
thetic to local or general anesthesia.

(2) It  is administered as follows:
(i) To horses from a solution contain

ing 100 milligrams of xylazine hydro
chloride per milliliter intravenously at 
0.5 mg. per 100 pounds of body weight or 
intramuscularly at 1.0 mg. per 100 
pounds of body weight.

(ii) To dogs and cats from a solution 
containing 20 milligrams of xylazine hy
drochloride per milliliter intravenously 
at 0.5 mg. per pound of body weight or 
intramuscularly or subcutaneously at 1.0 
mg. per pound of body weight. In dogs
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over 50 pounds, a dosage of 0.5 mg. per 
pound administered intramuscularly may 
provide sufficient sedation and/or anal
gesia for most procedures.

(3) Not to be administered to food- 
producing animals.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 522.2680 Zeranol.

(a) Chemical name. 6 - (6,10 - Dihy
droxyundecyl) - ¡3 - resorcylic acid - n - 
lactone (CuHzeOs).

(b) Specifications. (1) Melting point 
range 181°-185° C.

(2) Ultraviolet absorbance: A solution 
of zeranol in methanol having a concen
tration of 10 micrograms per milliliter 
exhibits three maxima at approximately 
218, 265, and 304n.

(c) Sponsor. See No. 012769 in § 510.- 
600 (c) of this chapter.

(d ) [R e se rv e d ]
(e) Related tolerances. See § 556.760 

of this chapter.
(f) Conditions of use. It is used for 

subcutaneous ear implantation in ani
mals as follows:

(1) Beef cattVe— (i) Amount. Three 
12-milligram implants per dose.

(ii) Indications for use. For increased 
rate of weight gain and improved feed 
conversion.

(iii) Limitations. For beef cattle (in
cluding weaned beef calves, growing beef 
cattle, feedlot steers, and feedlot 
heifers); do not implant animals within 
65 days of slaughter.
'(,2 ) Feedlot lambs— (i) Amount. One 

12-milligram implant per dose.
( i i) Indications for use. F o r  in c re a se d  

ra te  o f w e ig h t g a in  a n d  im p ro v e d  feed  
co n v e rs io n .

(iii) Limitations. Do not implant ani
mals within 40 days of slaughter.

(3) Suckling beef calves— (i) Amount. 
Three 12-milligram implants per dose.

(ii) Indications for use. For increased 
rate of weight gain.

(iii) Limitations. Do not implant ani
mals within 65 days of slaughter.

PART 524— OPHTHALMIC AND TOPICAL 
DOSAGE FORM NEW ANIMAL DRUGS 
NOT SUBJECT TO CERTIFICATION

Sec.
524.321 Cephalonium, polymyxin B sulfate, 

fiumethasone, iodochlorhydroxy- 
quin, piperocaine hydrochloride 
topical-otic ointment.

524.402 Chlorhexidine diacetate ointment.
524.463 Copper naphthenate solution.
524.520 Cuprlmyxin cream.
524.541 Dexamethasone acetate, nitrofura- 

thiazide, grjsofulvin, undecyl - 
enic acid, tetracaine hydro
chloride otic suspension.

524.660 Dimethyl sulfoxide ophthalmic 
and topical dosage forms.

524.660a Dimethyl sulfoxide solution.
524.660b Dimethyl sulfoxide gel.
524.900 Famphur.
524.920 Fenthion.
524.960 Fiumethasone, neomycin sulfate 

and polymyxin B sulfate oph- 
i thalmic solution.

524.981 Fluocinolone acetonide ophthalmic 
and topical dosage forms.

524.981a Fluocinolone acetonide cream.
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Sec.
524.981b
524.981c

524.981d

524.981e

524.1000

524.1044

524.1200

524.1200a

524.1200b

524.1204

524.1301

524.1443

524.1484

524.1484a

524.1484b

524.1484c

524.1484d

524.1484e

524.1484Í

524.1484g

524.1580

524.1600

524.1600a

524.1600b

524.1662

524.1662a

524.1662b

524.1695
524.1742̂

524.1880

524.1881 

524.1881a 

524.1881b 

524.1883

524.1982

524.2140

524.2481
524.2542

524.2620

524.2640

Fluocinolone acetonide solution. 
Fluocinolone acetonide, neomycin 

sulfate cream.
Fluocinolone acetonide, dimethyl 

sulfoxide solution.
Fluocinolone acetonide, dimethyl 

sulfoxide otic solution. 
Flurandrenolide with neomycin 

sulfate ointment.
Gentamicin sulfate, betameth

asone valerate otic solution. 
Kanamycin ophthalmic and top

ical dosage forms.
Kanamycin ophthalmic oint

ment.
Kanamycin ophthalmic aqueous 

solution.
Kanamycin sulfate, calcium am- 

phomycin, and hydrocortisone 
acetate.

Mafenide acetate and nitrofur- 
azone aerosol powder.

Miconazole nitrate cream; micon
azole nitrate lotion.

Neomycin sulfate ophthalmic and 
topical dosage forms.

Neomycin sulfate ophthalmic oint
ment.

Neomycin sulfate, 9-fluoroprednls- 
olone acetate, tetracaine hydro
chloride, and myristyl-gamma- 
picolinium chloride, topical 
powder.

Neomycin sulfate, 9-fluoroprednis- 
olone acetate, tetracaine hydro
chloride ointment.

Neomycin sulfate, hydrocortisone 
acetate, tetracaine hydrochlo
ride ear ointment.

Neomycin sulfate and polymyxin 
B sulfate ophthalmic solution. 

Neomycin sulfate, prednisolone 
acetate, tetracaine hydrochlo
ride eardrops.

Neomycin sulfate-thiabendazole- 
dexamethasone solution. 

Nitrofurazone - nifuroximediper- 
odon hydrochloride ear solution. 

Nystatin ophthalmic and topical 
dosage forms.

Nystatin, neomycin, thiostrepton, 
and triamcinolone acetonide 
ointment.

Nystatin, neomycin, thiostrepton, 
and triamcinolone acetonide 
ophthalmic ointment. 

Oxytetracycline hydrochloride 
ophthalmic and topical dosage 
forms.

Oxytetracycline hydrochloride 
and hydrocortisone spray. 

Oxytetracycline hydrochloride, 
polymyxin B sulfate ophthalmic 
ointment.

Pancreatic dornase. 
N-(Mercaptomethyl) phthalim- 

ide S-(0,0-dimethyl phosphoro- 
dithioate) emulsifiable liquid. 

Prednisolone-neomycin sulfate 
ophthalmic ointment. 

Prednisolone acetate ophthalmic 
and topical dosage forms. 

Prednisolone acetate, sodium sul
facetamide, neomycin ointment. 

Prednisolone acetate - neomycin 
sulfate sterile suspension. 

Prednisolone sodium phosphate- 
neomycin sulfate ophthalmic 
ointment.

Proparacaine hydrochloride oph
thalmic solution.

Squalane, pyrethrins and pipero- 
nyl butoxide.

Triamcinolone acetonide cream. 
Triethanolamine polypeptide ole- 

ate-condensate otic solution. 
Liquid crystalline trypsin, peru 

balsam, castor oil.
Tylosin, neomycin eye powder.

Au t h o r it y : Sec. 512(1), (n ), 82 Stat. 347, 
350-351 (21 U.S.C. 360b(i), ( n ) ).

§ 524.321 Cephalonium, polymyxin B 
sulfate, flumethasone, iodochlorhy- 
droxyquin, piperocaine hydrochlo
ride topical-otic ointment.

(a) Specifications. Each gram of the 
drug contains 10 milligrams cephalon
ium, 5,000 units polymyxin B sulfate, 0.25 
milligram flumethasone, 30 milligrams 
iodochlorhydroxyquin, and 40 milligrams 
piperocaine hydrochloride in a suitable 
and harmless ointment base.

(b) Sponsor. See No. 000986 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. The drug is rec
ommended for dermal and otic use on 
dogs and cats for the treatment of the 
following conditions when complicated 
by bacteria, yeast, or fungus: Pyoderma- 
titis, allergic dermatitis, dermatophy- 
tosis, nonspecific pruritus, and external 
otitis. For mild inflammations a periodic 
treatment of applying from once daily to 
twice weekly may be indicated. In severe 
conditions apply once or twice daily when 
continuous treatment may be indicated. 
Dosage per treatment should not exceed 
300 milligrams of the ointment. For otic 
use treatment should not exceed a total 
of 12 days. For use only by or on the order 
of a licensed veterinarian.

§ 524.402 Chlorhexidine diacetate oint
ment.

(a) Specifications. The product con
tains 1 percent of chlorhexidine diacetate 
in an ointment base.

(b) Sponsor. See No. 000856 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used as a topical antiseptic ointment for 
surface wounds on dogs, cats, and horses.

(2) The wound area is carefully 
cleansed and the drug is applied daily.

(3) The drug is not to be used in horses 
intended for use as food.

§ 524.463 Copper naphthenate solution.
(a) Specification. The drug contains

37.5 percent copper naphthenate in a 
suitable solute.

(b) Sponsor. See No. 000046 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used in 
the treatment of lesions in horses, cat
tle, swine, sheep, goats, and dogs includ
ing footrot, -ringworm, wounds, for dry
ing up superficial sores, for drying 
necrotic material for subsequent re
moval, to keep open lesions clean, and 
for treating udder sores. It  is used in 
cattle for treating heal cracks, hoof 
punctures, and dehorning wounds. It is 
used in horses for treating thrush, 
scratches, and for toughening hooves 
(spongy). It  is used in dogs for treating 
cracked skin over elbows and for tough
ening foot pads.

(2) Necrotic material should be re
moved prior to application if damage is 
extensive. The drug is applied daily. 
I f  a. scab is present, the drug should be 
applied once a day until the scab is easily 
removed; then the drug is applied every 
other day until fully healed. After de
horning, the drug is applied to the open 
wound with a swab.

(3) Do not use on teats of lactating 
dairy animals.
§ 524.520 Cuprimyxin cream.

(a) Specifications. The drug contains 
0.5 percent cuprimyxin (6-methoxy-l- 
phenazinol 5, 10-dioxide, cupric com
plex) in an aqueous cream base.

(b) Sponsor. See No. 000004 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) Cuprimyxin 
is a broad spectrum antibacterial and an
tifungal cream for the topical treatment 
of superficial infections in dogs and cats 
caused by bacteria, dermatophytes (Tri
chophyton spp.; Microsporum spp.) and 
yeast (Candida albicans) affecting skin, 
hair, and external mucosae.

(2) The cream is applied twice daily 
to affected areas by rubbing into lesions. 
Treatment should be continued for a 
few days after clinical recovery to avoid 
possible relapses.

(3) After application to cutaneous 
areas, a change in color from dark green 
to pink is due to the liberation of free 
myxin from its copper complex.

(4) I f  no response is seen within seven 
days, diagnosis and therapy should be 
reevaluated. I f  any adverse local reac
tion is observed after topical application, 
discontinue treatment.

(5) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.541 Dexamethasone acetate, nitro- 

furathiazide, * griseof ulvin, unde- 
cylenic acid, tetracaine hydrochloride 
otic suspension.

(a) Specifications. Dexamethasone 
acetate, nitrofurathiazide, griseofulvin, 
undecylenic acid, tetracaine hydrochlo
ride otic suspension contains in each 
milliliter 0.25 milligram dexamethasone 
acetate (equivalent to 0.226 milligram 
dexamethasone alcohol), 2 milligrams 
nitrofurathiazide, 15 milligrams griseo
fulvin, 10 milligrams undecylenic acid, 10 
milligrams tetracaine hydrochloride.

(b) Sponsor. See No. 000085 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is indicated for the treatment of acute 
otitis externa and as adjunctive therapy 
in the treatment of chronic otitis externa 
complicated by organisms sensitive to 
griseofulvin, undecylenic acid or nitro
furathiazide in cats.

(2) Four to 10 drops of the drug are 
instilled into the ear canal. Treatment 
should be repeated 2 or 3 times daily.

(3) The drug should not be used in 
conditions where corticosteroids are con
traindicated. Do not administer paren
teral corticosteroids during treatment 
with the drug.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.660 Dimethyl sulfoxide ophthal

mic and topical dosage forms.
§ 524.660a Dimethyl sulfoxide solution.

(a) Specifications. Dimethyl sulfoxide 
contains 90 percent of dimethyl sulfox
ide and 10 percent of water.

(b) Sponsor. See No. 000033 in § 510.- 
600(c) of this chapter.
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(c) Conditions of use. (1) It  is used 
or intended for use as a topical appli
cation to reduce acute swelling due to 
trauma:

(1) In horses administered 2 or 3 
times daily in an amount not to exceed 
100 milliliters per day. Total duration of 
therapy should not exceed 30 days.

(ii) In dogs administered 3 or 4 times 
daily in an amount not to exceed 20 
milliliters per day. Total duration of 
therapy should not exceed 14 days.

(2) Not for use in horses and dogs 
intended for breeding purposes nor in 
horses slaughtered for food. Other topical 
medications should only be used when 
the dimethyl sulfoxide treated area is 
thoroughly dry. Do not administer by 
any other route.

(3) For use by or on the order of a 
licensed veterinarian.
§ 524.660b Dimethyl sulfoxide gel.

(a) Specifications. Dimethyl sulfoxide 
gel, veterinary contains 90 percent 
gimethyl sulfoxide in an aqueous gel.

Ob)- Sponsor. See No. 000033 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is rec
ommended for use on horses as a topical 
application to reduce acute swelling*due 
to trauma.

(2) It is administered topically to the 
skin over the affected area. Liberal ap
plication should be administered 2 to 3 
times daily. Total daily dosage should not 
exceed 100 grams. Total duration of 
therapy should not exceed 30 days.

(3) Not to be administered to horses 
that are to be slaughtered for food or in
tended for breeding purposes. For topical 
application only. Do not administer by 
any other route. No other medications 
should be present on the skin prior to 
application of the drug.

(4) Federal law restricts this drug to 
used by or on the order of a licensed 
veterinarian.
§ 524.900 Famphur.

(a) Chemical name. 0 ,0 -Dimethyl O- 
[p- (dimethylsulfamoyl) phenyl] phos- 
phorothioate.

(b) Specifications. The drug is in liquid 
form containing 13.2 percent famphur.

(c) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.

(d) Special considerations. Do not use 
on animals simultaneously or within a 
few days before or after treatment with 
or exposure to cholinesterase-inhibiting 
drugs, pesticides, or chemicals.

(e) Related tolerances. See 40 CFR 
180.233 under the chemical name.

(f )  Conditions of use. (1) The drug is 
used as a pour-on formulation for the 
control of cattle grubs and to reduce 
cattle lice infestations.

(2) It is used at the rate of 1 ounce 
per 200 pounds body weight, not to ex
ceed a total dosage of 4 ounces, applied 
from the shoulder to the tail head as 
a single treatment. It  is applied as soon 
as possible after heel fly activity ceases. 
Do not use on lactatlng dairy cows or 
dry dairy cows within 21 days of freshen
ing, calves less than 3 months old, ani
mals stressed from castration, over

excitement or dehorning, sick or conva
lescent animals. Animals may become 
dehydrated and under stress following 
shipment. Do not treat until they are in 
good condition. Brahman and Brahman 
crossbreeds are less tolerant of cholines
terase-inhibiting insecticides than other 
breeds. Do not treat Brahman bulls.

(3) Do not slaughter within 35 days 
after treatment. Swine should be elimi
nated from area where run-off occurs.
§ 524.920 Fenthion.

(a) Chemical name. O.O-Dimethyl O- 
[4-<methylthio) -m-tolyl] phosphorothi- 
oate.

(b) Specifications (1) The drug is in a 
liquid form containing 3 percent of fen
thion.

(2) Sponsor. See No. 000859 in § 510.- 
600(c) of this chapter.

(3) Special considerations. Do not use 
on animals simultaneously or within a 
few days before or after treatment with 
or exposure to cholinesterase-inhibiting 
drugs, pesticides, or chemicals.

(4) Related tolerances. See 40 CFR
180.214.

(5) Conditions of use. (i) The drug is 
used as a pour-on formulation for thè 
control of grubs and lice in beef and non- 
lactating cattle.

(ii) It is used at the rate of one-half 
fluid ounce per 100 pounds of body weight 
placed 'on the backline of the animal. 
Only one application per seàson should 
be made for grub control and this will 
also provide initial control of lice. A sec
ond application for lice control may be 
made if animals become reinfested, but 
no sooner than 35 days after the first 
treatment. Proper timing of treatment is 
important for grub control; cattle should 
be treated as soon as possible aftér heel- 
fly activity ceases. Cattle should not be 
slaughtered within 35 days following a 
single treatment. I f  a second application 
is made for lice control, cattle should not 
be slaughtered within 45 days of the 
second treatment. The drug must not be 
used within 28 days of freshening of 
dairy cattle. I f  freshening should occur 
within 28 days after treatment, do not 
use milk as human food for the balance 
of the 28-day interval. Do not treat lac- 
tating dairy cattle; calves less than 3 
months old; or sick, convalescent, or 
stressed livestock. Do not treat cattle for 
10 days before or after shipping, wean
ing, or dehorning or after exposure to 
contagious infectious diseases.

(c) Specifications. (1) The drug is in 
a liquid form containing 20 percent 
fenthion.
. (2) Sponsor. See No. 000859 in § 510.- 

600(c) of this chapter.
(3) Special considerations. Do not use 

on animals simultaneously or within a 
few days before or after treatment with 
or exposure to cholinesterase-inhibiting 
drugs, pesticides, or chemicals.

(4) Related tolerances. See 40 CFR
180.214.

(5) Conditions of use. (i) The drug is 
applied using an automatic syringe for 
the control of grubs in beef and non- 
lactating dairy cattle.

(ii) It  is used on the backline of the 
animals at the following rate per animal :
Weight range Dosage
150-300 lbs_________________  4 ml.
301-600 lbs_____________________________  8 ml.
601-900 lbs_______________________________12 ml.
901-1,200 lbs_............   16 ml.
1 ,2 0 1  lbs. and above_________   20  ml.

Only one application should be made per 
season, and it should be made as soon as 
possible after heelfly activity has ceased 
and at least 6 weeks prior to appearance 
of grubs in the back. Do not slaughter 
within 45 days of treatment. Do not treat 
dairy cattle of breeding age; calves less 
than 3 months old; or sick, convalescent, 
or severely stressed livestock. Do not 
treat Cattle for 10 days before or after 
shipping, weaning, or dehorning or after 
exposure to contagious or infectious dis
eases.
§ 524.960 Flumethasone, neomycin sul

fate and polymyxin B sulfate oph
thalmic solution.

(a) Specifications. Each milliliter of 
the ophthalmic preparation contains 
0.10 milligram flumethasone, 5.0 milli
grams neomycin sulfate (3.5 milligrams 
neomycin base), and 10,000 units of poly
myxin B sulfate.

(b) Sponsor. See No. 000033 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is recommended for the treatment of 
the inflammation, edema and secondary 
bacterial infections associated with 
topical ophthalmological conditions of 
the eye such as corneal injuries, incipi
ent pannus, superficial keratitis, con
junctivitis, acute > nongranulomatous 
anterior uveitis, keratoconjunctivitis, 
and blepharitis in the dog.

(2) The recommended dosage is 1 to 
2 drops in each eye every 6 hours.

(3) In treating ophthalmological con
ditions associated with bacterial infec
tions, the drug is contraindicated in those 
cases in which microorganisms are not 
susceptible to the antibiotics incorpo
rated in the drug.

(4) The drug is contraindicated in in
fectious tuberculous lesions of the eye, 
early acute stages of viral diseases of the 
cornea and conjunctiva, herpes simplex 
lesions of the eye, and fungal infections 
of the conjunctiva and eyelids.

(5) The usual precautions and contra
indications for corticosteroids and adre- 
nocorticoids are applicable with this 
drug. Corticosteroids may inhibit essen
tial inflammatory responses intrinsic to 
the fundamental healing mechanism. 
Adrenocorticoid compounds have been 
reported to cause an increase in intra
ocular pressure. Intraocular pressure 
should be checked frequently. Ocular re
examinations should be made at frequent 
intervals during long-term therapy.

(6) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.981 Fluocinolone acelonide oph

thalmic and topical dosage forms.
§ 524.981a Fluocinolone acetonide cream.

(a) Specifications. The drug contains 
0.025 percent fluocinolone acetonide.
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(b) Sponsor. See No. 000033 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is indicated for the relief of pruritus and 
inflamation associated with certain su
perficial acute and chronic dermatoses 
in dogs. It is used in the treatment of 
allergic and acute moist dermatitis and 
for the relief of superficial inflamma
tion caused by chemical and physical 
abrasions and burns.

(2) A  small amount is applied to the 
affected area two or three times daily.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.981b Fluocinolone acetonide solu

tion.
(a) Specifications. The drug contains 

0.01 percent fluocinolone acetonide in 
propylene glycol with citric acid.

(b) Sponsor. See No. 000033 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
indicated for the relief of pruritus and 
inflammation associated with otitis ex
terna and certain superficial acute and 
chronic dermatoses, in the dog. It is also 
indicated for the relief of- pruritus and 
inflammation associated with acute otitis 
externa and certain superficial acute and 
chronic dermatoses in the cat.

(2) A small amount of solution is ap
plied to the affected area 2 or 3 times 
daily.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.981c Fluocinolone acetonide, neo

mycin sulfate cream.
(a) Specifications. The drug contains 

0.025 percent fluocinolone acetonide 
and 0.5 percent neomycin sulfate (0.35 
percent neomycin base).

(b) Sponsor. See No. 000033 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used in the relief of pruritis and in
flammation associated with superficial 
acute and chronic dermatoses in dogs. It  
is used in the treatment of such condi
tions as allergic and acute moist derma
toses and nonspecific dermatoses in 
dogs. It  is used in the treatment of 
wound infections in dogs and cats.

(2) A  small amount is applied to the 
infected area two or three times daily.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.981d Fluocinolone acetonide, di

methyl sulfoxide solution.
(a ) Specifications. Each milliliter of 

solution contains 0.01 percent fluocino
lone acetonide and 20 percent dimethyl 
sulfoxide with propylene glycol and cit
ric acid.

(b) Sponsor. See No. 000033 in 
§ 510.600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is used in dogs for the relief of im
paction commonly present in apparently 
normal anal sacs, for the reversal of in
flammatory changes associated with ab
normal anal sacs, and to counteract the 
offensive odor of anal sac secretions.
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(2) It is administered by instillation of 

1 to 2 milliliters into each anal sac fol
lowing expression of anal sac contents. It 
may be necessary to repeat treatment at 
60-day intervals to maintain an odor- 
free state. The total dosage used should 
not exceed 2 milliliters per anal sac per 
treatment.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 524.98le Fluocinolone acetonide, di

methyl sulfoxide otic solution.
(a) Specifications. Each milliliter of 

solution contains 0.01 percent of fluoci
nolone acetonide in 60 percent dimethyl 
sulfoxide with propylene glycol and cit
ric acid.

(b) Sponsor. See No. 000033 in 
§ 510.600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used in dogs for the relief of pruritis and 
inflammation associated with acute and 
chronic otitis.

(2) It  is administered at 4 to 6 drops 
(0.2 milliliter) twice daily into the ear 
canal for a maximum period of 14 days. 
The total dosage used should not exceed 
17 milliliters. The ear canal should be 
cleansed by some appropriate method 
prior to instillation of the solution and 
the ear should be massaged gently fol
lowing instillation.

(3) There should be careful initial 
evaluation and followup of infected ears. 
Incomplete response or exacerbation of 
corticosteroid-responsive lesions may be 
due to the presence of an infection which 
requires identification or antibiotic sen
sitivity testing, and the use of the ap
propriate antimicrobial agent. As with 
any corticosteroid, animals with a gen
eralized infection should not be treated 
with this product without proper suppor
tive antimicrobial therapy. Preparations 
with dimethyl sulfoxide should not be 
used in pregnant animals. For use by 
or on the order of a licensed veterinarian.
§ 524.1000 Flurandrenolide with neo

mycin sulfate ointment.
(a) Specifications. Each gram of flur

andrenolide with neomycin sulfate oint
ment contains: 0.5 milligram of flur
andrenolide and 5 milligrams of neomy
cin sulfate (equivalent to 3.5 milligrams 
of neomycin base) in a bland hydrophilic 
ointment base.

(b) Sponsor. See No. 000986 in 
§ 510.600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
recommended for use on dogs for the 
topical management of allergic derma
titis, otitis externa, and superficial pyo
derma which may be expected to respond 
to corticosteroids and which may be 
threatened or complicated by bacterial 
infections. The drug is applied to the af
fected areas 2 or 3 times daily until all 
evidence of infection has disappeared.

(2) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.1044 Gentamicin sulfate, beta

methasone valerate otic solution.
(a) Specifications. Each cubic centi

meter of solution contains gentamicin 
sulfate equivalent to 3 milligrams of

gentamicin base and betamethasone 
valerate equivalent to 1 milligram of 
betamethasone alcohol.

(b) Sponsor. See No. 000085 in 
§ 510.600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used or indicated for use in dogs in the 
treatment of acute and chronic otitis ex
terna caused by bacteria sensitive to 
gentamicin; the drug is also used or in
dicated for use in dogs and cats in the 
treatment of superficial infected lesions 
caused by bacteria sensitive to genta
micin.

(2) (i) For the treatment of acute and 
chronic canine otitis externa caused by 
bacteria sensitive to gentamicin, the 
drug is administered by instillation of 3 
to 8 drops of solution into the ear canal 
twice daily for 7 to 14 days. Duration of 
treatment will depend upon the severity 
of the condition and the response ob
tained. The duration of treatment and/or 
frequency of the dosage may be reduced 
but care should be taken not to discon
tinue therapy prematurely. The external 
ear and ear canal should be properly 
cleaned and dried before treatment. Re
move foreign material, debris, crusted ex
udates, etc., with suitable nonirritating 
solutions. Excessive hair should be 
clipped from the treatment area of the 
external ear.

(ii) For the treatment of canine and 
feline superficial infected lesions caused 
by bacteria sensitive to gentamicin, the 
lesion and adjacent area should be prop
erly cleaned before treatment. Excessive 
hair should be removed. A sufficient 
amount of the drug should be applied to 
cover the treatment area. The drug 
should be administered twice daily for 
7 to 14 days.

(3) I f  hypersensitivity to any of the 
components occurs treatment with this 
product should be discontinued and ap
propriate therapy instituted. Concomi
tant use with other drugs known to in
duce ototoxicity is not recommended. 
This preparation should not be used in 
conditions where corticosteroids are con
traindicated. Do not administer paren
teral corticosteroids during treatment 
with this drug. The antibiotic sensitivity 
of the pathogenic organism should be de
termined prior to use of this preparation.

(4) For use by or on the order of a 
licensed veterinarian.
§ 524.1200 Kanamycin ophthalmic and 

topical dosage forms.
§ 524.1200a Kanamycin ophthalmic 

ointment.
(a) Specifications. (1) The kanamy

cin used conforms to the standards of 
identity, strength, quality, and purity 
prescribed by § 444.30 of this chapter.

(2) The drug, which is in a suitable 
and harmless ointment base, contains 3.5 
milligrams of kanamycin activity (as the 
sulfate) per gram of ointment.

(b) Sponsor. See No. 000015 in 
§ 510.600(c) of this chapter.

(c) Conditions of use. It  is indicated 
for use in dogs in various eye infections 
due to kanamycin sensitive bacteria. It  
is used treating conditions such as con
junctivitis, blepharitis, dacryocystitis,

FEDERAL REGISTER, VOL. 40, NO. 60— THURSDAY, MARCH 27, 1975



RULES AND REGULATIONS 13877

keratitis, and corneal ulcerations and as 
a prophylactic in traumatic conditions, 
removal of foreign bodies, and intraocu
lar surgery. Apply a thin film to the 
affected eye three or four times daily or 
more frequently if  deemed advisable. 
Treatment should be continued for at 
least 48 hours after the eye appears nor
mal. For use only by or on the order of a 
licensed veterinarian.
§ 524.1200b Kanamycin ophthalmic 

aqueous solution.
(a) Specifications. (1) The kanamycin 

used conforms to the standards of iden
tity, strength, quality, and purity pre
scribed by § 444.30 of this chapter.

(2) The drug, which is in an aqueous 
solution including suitable and harmless 
preservatives and buffer substances, con- 
tains'10.0 milligrams of kanamycin ac
tivity (as the sulfate) per cubic centi
meter of solution.

(b) Sponsor. See No. 000015 in 
§ 510.600(c) of this chapter.

(c) Conditions of use. I t  is indicated 
for use in dogs in various eye infections 
due to kanamycin sensitive bacteria. It  
is used in treating conditions such as 
conjunctivitis, blepharitis, dacryocystitis, 
keratitis, and corneal ulcerations and as 
a prophylactic in traumatic conditions, 
removal of foreign bodies, and intra
ocular surgery. Instill a few drops into 
the affected eye every 3 hours or more 
frequently if  deemed advisable. Adminis
ter as frequently as possible for the first 
48 hours, after which the frequency of 
applications may be decreased. Treat
ment should be continued for at least 48 
hours after the eye appears normal. For 
use only by or on the order of a licensed 
veterinarian.
§ 524.1204 Kanamycin sulfate, calcium 

a m p h o m y cin , an d  h y d ro co rtiso n e  
acetate .

(a) Specifications. (.1) The kanamy
cin used conforms to the standards of 
identity, strength, quality, and purity 
prescribed by § 444.30(a) (1) of this 
chapter.

(2) The calcium amphomycin used 
conforms to the standards of identity, 
strength, quality, and purity prescribed 
by § 455.3(a) (1) of this chapter.

(3) The drug is in a water-miscible 
ointment or cream base and each gram of 
ointment or cream contains: 5.0 milli
grams of kanamycin activity as the sul
fate, 5.0 milligrams of amphomycin ac
tivity as the calcium salt, and 10.0 milli
grams of hydrocortisone acetate.

(b) Sponsor. See No. 000015 in 
§ 510.600 (c) of this chapter.

(c) Conditions of use. (1) It  is indi
cated for use in dogs in the following 
conditions associated with bacterial in
fections caused by organisms susceptible 
to one or both antibiotics: Acute otitis 
externa, furunculosis, folliculitis, pruri
tus, anal gland infections, erythema, 
decubital ulcer, superficial wounds, and 
superficial abscesses.

(2) The ointment should be applied 
to the affected areas of the skin at least 
twice daily. In  severe or widespread le
sions it may be desirable to apply the

ointment more than twice daily. After 
some improvement is observed, treat
ment can usually be reduced to once 
daily. Before application, hair in the af
fected area should be closely clipped and 
the area should be thoroughly cleansed 
of crusts, scales, dirt, or other detritus. 
When treating infections of the anal 
gland,. the drug should be introduced 
into the orifice of the gland and not 
through any fistulous tract. I f  no re
sponse is evident in 7 days, diagnosis 
and therapy should be reevaluated.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 524.1301 Mafenide acetate and nitro- 

f urazone aerosol powder.
(a) Specifications. The product is in 

an aerosol preparation which contains 
6.61 percent of mafenide acetate and 0.12 
percent of nitrof urazone as active 
ingredients.

(b) Approvals. To “No. 000024 in 
§ 510.600(c) of this chapter.

(c) Conditions of use. (1) It  is in
tended for topical application to dogs for 
the prophylactic and therapeutic treat
ment of wound infections and pyogenic 
dermatitis caused by a variety of gram
positive and gram-negative bacteria in
cluding Staphylococcus sp., Streptococcus 
$p., Proteus sp., Pseudomonas sp., Es
cherichia coli and Aerobacter aerogenes, 
and virulent strains of Pseudomonas 
aeruginosa.

(2) After cleansing the area to be 
treated, apply a light coat of the drug. 
Use once or twice daily, usually for up 
to 5 days.

(3) Avoid application to eyes.
(4) Occasional transitory local re

actions (irritation) may occur.
(5) Federal law restricts this drug to 

use by or on the order of a licensed 
veterinarian.
§ 524.1443 Miconazole nitrate cream; 

miconazole nitrate lotion.
(a) Specifications. (1) Miconazole is 

l-[2,4-dichloro-/3 - (2,4 - dichlorobenzyl- 
oxy) phenethyl] imidazole.

(2) The cream contains 23 milligrams 
of miconazole nitrate (equiv. to 20 mg of 
miconazole base) per gram.

(3) The lotion contains 1.15 percent 
of miconazole nitrate (equiv. to 1 percent 
miconazole base).

(b) Sponsor. See No. 011716 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) Miconazole 
nitrate is an antifungal agent for topical 
treatment of infections in dogs and cats 
caused by Microsporum cants, Microspor- 
um gypseum, and Trichophyton menta
grophytes.

(2) Apply once daily by rubbing into 
infected site and into immediate sur
rounding vicinity. Continue treatment 
for 2 to 4 weeks until infection is com
pletely eradicated as determined by ap
propriate laboratory examination.

(3) Accurate diagnosis of infecting or
ganism is essential. Identify by micro
scopic examination of a mounting of in
fected tissue in potassium hydroxide 
solution or by culture on an appropriate 
medium.

(4) I f  no improvement is observed in 
2 weeks, reevaluate diagnosis and ther
apy.

(5) Avoid contact with eyes since ir
ritation may result.

(6) Federal law restricts this drug to 
use by or on the order of a licensed vet;- 
erinarian.'

§ 524.1484 Neomycin sulfate ophthal
mic and topical dosage forms.

§ 524.1484a Neomycin sulfate ophthal
mic ointment.

(a) Specifications. Each gram of the 
ointment contains 5 milligrams of neo
mycin sulfate equivalent in activity to
3.5 milligrams of neomycin base.

(b) Sponsor. See No. 017030 in 
§ 510.600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is intended for use in dogs and cats for 
the treatment of superficial ocular bac
terial infections limited to the conjunc
tival or the anterior segment of the eye.

(2) The drug is applied four times 
each day.

(3) The drug is applied by inserting 
the tip of the tube beneath the lower lid 
and by expressing a small quantity of 
ointment into the conjunctival sac. The 
tip of the tube should not come in contact 
with the eye surface.

(4) Severe infections should be sup
plemented by systemic therapy.

(5) Prolonged administration of the 
drug may permit overgrowth of orga
nisms that are not susceptible to neomy
cin. I f  new infections due to bacteria or 
fungi appear during therapy, appropri
ate measures should be taken.

§ 524.1484b Neomycin sulfate, 9-flu- 
oroprednisolone acetate, tetracaine 
hydrochloride, and myristyl-gamma- 
picolinium chloride, topical powder.

(a) Specifications. The product con
tains 5 milligrams of neomycin sulfate, 
equivalent to 3.5 milligrams of neomycin 
base, 1 milligram of 9-fluoroprednisolone 
acetate, 5 milligrams of tetracaine 
hydrochloride and .2 milligram of 
myristyl-gamma-picolinium chloride in 
each gram of the product in a special ad
herent powder base.

(b) Sponsor. See No. 000009 in 
§ 510.600(c) of this chapter.

(c) Conditions of use. (1) It  is used in 
horses, dogs, and cats in the treatment 
or adjunctive therapy of certain ear and 
skin conditions when such conditions are 
caused by or associated with neomycin- 
susceptible organisms and/or allergy. In 
addition the product is indicated as 
superficial dressing applied to minor 
cuts, wounds, lacerations, abrasions, and 
for postsurgical application where re
duction of pain and inflammatory re
sponse is deemed desirable. The product 
may be used as a dusting powder follow
ing amputation of tails, claws, and dew- 
claws and following ear trimming, cast
rating, and such surgical procedures as 
ovariohysterectomies. The product may 
also be used in the treatment of acute 
otitis externa in dogs, acute moist der
matitis and interdigital dermatitis in 
dogs.
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(2) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.1484c Neomycin sulfate, 9-flu- 

oroprednisolone acetate, tetracaine 
hydrochloride ointment.

(a) Specifications. The drug contains 
5 milligrams of neomycin sulfate (equiv
alent to 3.5 milligrams of neomycin 
base), 1 milligram of 9-fluoropredniso- 
lone acetate, and 5 milligrams of tetra
caine hydrochloride in each gram of 
ointment.

(b) Sponsor. See No. 000009 in 
§ 510.600(c) of this chapter.

(c) Conditions of use. (1) It  is used in 
treating such conditions as acute otitis 
externa in dogs and to a lesser degree, 
chronic otitis externa in dogs. It  also is 
effective in treating anal gland infections 
and moist dermatitis in the dog and is a 
useful dressing for minor cuts, lacera
tions, abrasions, and post-surgical ther
apy in the horse, cat, and dog. It  may 
also be used following amputation of 
dewclaws, tails and claws, following ear 
trimming and castrating operations.

(2) In treatment of otitis externa and 
other inflammatory conditions of the ex
ternal ear canal, a quantity of ointment 
sufficient to fill the external ear canal 
may be applied one to three times daily. 
When used on the skin or mucous mem
branes, the affected area should be 
cleansed, and a small amount of the oint
ment applied and spread or rubbed in 
gently. The involved area may be treated 
one to three times a day and these daily 
applications continued in accordance 
with the clinical response.

(3) Tetracaine and neomycin have the 
potential to sensitize. Care should be 
taken to observe animals being treated 
for evidence of hypersensitivity or al
lergy to the drug. I f  such signs are noted, 
therapy with the drug should be stopped. 
Treatment should be limited to the 
period when local anesthesia is essential 
to control self-inflicted trauma.

(4) Federal law restricts this drug to 
use by or on the order of a licensed vet
erinarian.
§ 524.1484d Neomycin sulfate, hydro

cortisone acetate, tetracaine hydro
chloride ear ointment.

(a) Specifications. The product con
tains 5 milligrams of neomycin sulfate, 
equivalent to 3.5 milligrams of neomycin 
base, 5 milligrams of hydrocortisone ace
tate, and 5 milligrams of tetracaine hy
drochloride in each gram of ointment.

(b) Sponsor. See Nos. 011904 and 
000009 in § 510.600(c) of this chapter.

(c) Conditions of use. (1) It  is indi
cated for treating acute otitis externa 
and, to a lesser degree, chronic otitis 
externa in dogs and cats. In treatment of 
ear canker and other inflammatory con
ditions of the external ear canal, a quan
tity of ointment sufficient to fill the ex
ternal ear canal may be applied one to 
three times dally.

(2) Tetracaine and neomycin have the 
potential to sensitize. Care should be 
taken to observe animals being treated 
for evidence of hypersensitivity or allergy 
to the product. I f  such signs are noted,

therapy with the product should be 
stopped. Incomplete response or exacer
bation of corticosteroid responsive le
sions may be due to the presence of 
nonsusceptible organisms or to prolonged 
use of antibiotic-containing preparations 
resulting in overgrowth of nonsusceptible 
organisms, particularly Monilia.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.1484e Neomycin sulfate and poly

myxin B sulfate ophthalmic solution.
(a) Specifications. Each milliliter of 

the ophthalmic preparation contains 5.0 
milligrams neomycin sulfate (3.5 milli
grams neomycin base), and 10,000 Units 
of polymyxin B sulfate.

(b) Sponsor. See No. 000033 in 
§ 510.600(c) of this chapter.

(c) Conditions of use. (1) The drug 
is recommended for the treatment of 
bacterial infections associated with topi
cal ophthalmological conditions such as 
corneal injuries, superficial keratitis, 
conjunctivitis, keratoconjunctivitis, and 
blepharitis in the dog.

(2) The recommended dosage is 1 to 
2 drops per eye every 6 hours.

(3) In treating ophthalmological con
ditions associated with bacterial infec
tions the drug is contraindicated in those 
cases in which microorganisms are non
susceptible to the antibiotics incorpo
rated in the drug.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.1484f Neomycin sulfate, pred

nisolone acetate, tetracaine hydro
chloride eardrops.

(a ) Specifications. The product con
tains 5 milligrams of neomycin sulfate, 
equivalent to 3.5 milligrams of neomycin 
base, 2.5 milligrams of prednisolone ace
tate, and 5 milligrams of tetracaine hy
drochloride in each milliliter of sterile 
suspension.

(b) Sponsor. See No. 000009 in 
§ 510.600(c) of this chapter.

(c) Conditions of use. (1) It  is useful 
in treating such conditions as acute otitis 
externa and, to a lesser degree, chronic 
otitis externa in dogs and cats. It  is in
dicated as treatment or adjunctive 
therapy of certain ear conditions in dogs 
and cats caused by or associated with 
neomycin-susceptible organisms and/or 
allergy. In otitis externa, 2 to 6 drops 
may be placed in the external ear canal 
two or three times daily.

(2) Incomplete response or exacerba
tion of corticosteroid responsive lesions 
may be due to the presence of nonsus
ceptible organisms or to prolonged use 
of antibiotic-containing preparations 
resulting in overgrowth of nonsusceptible 
organisms, particularly Monilia. Thus, if 
improvement is not noted within 2 or 3 
days, or if redness, irritation, or swelling 
persists or increases, the diagnosis should 
be redetermined and appropriate ther
apeutic measures initiated. Tetracaine 
and neomycin have the potential to sen
sitize. Care should be taken to observe 
animals being treated for evidence of

hypersensitivity or allergy. I f  such signs 
are noted, therapy should be stopped.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.1484g Neomycin sulfate-thia- 

bendazole-dexamethasone solution,
(a) Specifications. Each cubic centi

meter of neomycin sulfate-thiabenda- 
zole-dexamethasone solution contains: 
40 milligrams of thiabendazole, 3.2 mil
ligrams of neomycin (from neo
mycin sulfate), and 1 milligram of 
dexamethasone.

(b) Sponsor. See No. 000006 in 
§ 510.600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
recommended for use as an aid in the 
treatment of bacterial, mycotic, and in
flammatory dermatoses and otitis ex
terna in dogs and cats.

(2) In  treating dermatoses affecting 
areas other than the ear, the surface of 
the lesions should be well moistened (two 
to four drops per square inch) twice 
daily. In treating otitis externa, five to 15 
drops of the drug should be instilled in 
the ear twice daily. The drug is lim
ited to 7 days maximum duration of 
administration.

(3) For use only by or on order of a 
licensed veterinarian.
§ 524.1580 Nitrofurazone - nifuroxime- 

diperodon h y d ro ch lo rid e  e a r solu
tion.

(a) Specifications. Nitrofurazone- 
nifuroxime-diperodon hydrochloride ear 
solution contains on a weight-in-weight 
basis 0.2 percent nitrofurazone; 0.375 
percent nifuroxime, and 2 percent diper- 
odon hydrochloride in a water soluble 
vehicle.

(b) Sponsor. See No. 000035 in § 510 - 
600(c) of this chapter.

(c) Conditions of use. The drug is rec
ommended for use in dogs in the treat
ment of bacterial ear infections caused 
by organisms sensitive to nitrofurazone 
and/or nifuroxime. It  is administered 
two or three times daily. The drug is not 
intended for prolonged use. Sensitivity 
to the drug may develop. I f  redness, ir
ritation, or swelling persists or increases, 
use of the drug should be discontinued 
and a veterinarian consulted.
§ 524.1600 Nystatin ophthalmic and 

topical dosage forms.
§ 524.1600a Nystatin, neomycin, thio- 

strepton, and triamcinolone acetonide 
ointment.

(a ) Specifications, Each cubic centi
meter of ointment contains: 100,000 units 
of nystatin, neomycin sulfate equivalent 
to 2.5 milligrams of neomycin base, 2,500 
units thlostrepton, and 1.0 milligram of 
triamcinolone acetonide.

(b) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
recommended for local therapy as an 
anti-inflammatory, antipruritic, anti
fungal, and antibacterial ointment for 
the topical therapy of cutaneous dis
orders in cats and dogs. It  is used in the 
treatment of acute and chronic otitis of 
varied etiologies, in interdigital cysts in
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cats and dogs, and in anal gland infec
tions in dogs. It  is also indicated in the 
management of dermatologic disorders 
characterized by inflammation and dry 
or exudative dermatitis particularly those 
caused, complicated, or threatened by 
bacterial or candidal (Candida albicans) 
infections. It  is also used in eczematous 
dermatitis, contact dermatitis, and sebor
rheic dermatitis and as an adjunct in the 
treatment of dermatitis due to parasitic 
infestation.

(2) It is to be administered as follows:
(1) For otitis: Clean ear canal of im

pacted cerumen. Inspect canal and re
move any foreign bodies such as grass, 
awns, ticks, etc. Instill three to five drops 
of ointment. Preliminary use of a local 
anesthetic may be advisable.

(ii) For infected anal glands, cystic 
areas, etc.: Drain gland or cyst and then 
fill with ointment.

(iii) For other dermatologic disorders: 
Clean affected areas and remove any en
crusted discharge or exudate. Apply oint
ment sparingly in a thin film.

(iv) Frequency of administration is 
dependent upon the severity of the con
dition. For mild inflammations, applica
tion may range from once daily to once 
a week; for severe conditions the oint
ment may be applied as often as two to 
three times daily. Frequency of treat
ment may be decreased as improvement 
occurs.
§ 524,1600b Nystatin, neomycin, thio- 

strepton, and triamcinolone acetonide 
ophthalmic ointment.

(a) Specifications. Each cubic centi
meter of ointment contains: 100,000 
units of nystatin, neomycin sulfate equiv
alent to 2.5 milligrams of neomycin base, 
2,500 units of thiostrepton, and 1.0 milli
gram of triamcinolone acetonide.

(b) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
recommended for ophthalmic use as an 
anti-inflammatory, antipruritic, anti
fungal (Candida albicans), and anti
bacterial ointment for local therapy in 
keratitis and conjunctivitis in cats and 
dogs and for infectious keratoconjunc
tivitis (pink eye) in cattle.

(2) It  is to be administered as follows:
(i) For conjunctivitis and keratitis: 

Apply one drop of ointment to the af
fected eye(s) two or three times daily. 
Treatment may be continued for up to 
2 weeks if  necessary.

(ii) For bovine infectious keratocon
junctivitis: Apply small line of ointment 
to the affected eye(s) once daily. Treat
ment may be continued for up to 2 weeks 
if necessary.

(iii) Frequency of administration is 
dependent on the severity of the condi
tion. For mild inflammations, applica
tions may range from once daily to once 
a week; for severe conditions the drug 
may be applied as often as two to three 
times daily. Frequency of treatment may 
be decreased as improvement occurs.

(3) For use only by or on the order of 
a licensed veterinarian.

RULES AND REGULATIONS
§ 524.1662 Oxytetracycline hydro

chloride ophthalmic and topical dos
age forms.

§ 524.1662a Oxytetracycline hydrochlo
ride and hydrocortisone spray.

(a) Specifications. Each 3-ounce unit 
of Oxytetracycline hydrochloride and hy
drocortisone spray contains 300 milli
grams of Oxytetracycline hydrochloride 
and 100 milligrams of hydrocortisone 
with an inert freon propellant such that 
a 1-second spray treatment will deliver 
approximately 2.5 milligrams of Oxytet
racycline hydrochloride and 0.8 milli
gram of hydrocortisone.

(b) Sponsor. See No. 000069 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
indicated for relief of discomfort and 
continued treatment of many allergic, 
infectious, and traumatic skin condi
tions. The indications include prevention 
of bacterial infections in superficial 
wounds, cuts, and abrasions, treatment 
of allergic dermatoses, including urti
caria, eczemas, insect bites, and cutane
ous drug reactions, infections asso
ciated with minor burns and wounds, and 
nonspecific pruritus in dogs and cats.

(2) A  small quantity should be sprayed 
on the affected surface by holding the 
container about 6 Inches from the area 
to be treated and pressing the nozzle for 
1 or 2 seconds. Only sufficient spray to 
coat the skin thinly is necessary. The ap
plication of small amounts at frequent 
intervals will give best results. Before 
treating animals with long or matted 
hair, it may be necessary to clip the 
affected area or spread the hairs to al
low the medication to contact the skin 
surface. Relief may be noted following 
the first or second treatment; however, 
treatment should not be discontinued 
too soon after the initial favorable re
sponse has been obtained.

(3) Keep away from eyes or other 
mucous membranes; avoid inhaling; use 
with adequate ventilation; in case of 
deep or puncture wounds or serious 
burns, consult a veterinarian.
§ 524.1662b Oxytetracycline hydrochlo

ride, polymyxin B sulfate ophthalmic 
ointment.

(a) Specifications. Each gram of the 
ointment contains Oxytetracycline hydro
chloride equivalent to 5 milligrams of 
oxytetracyline and 10,000 units o f poly
myxin B sulfate.

(b) Sponsor. See No. 000069 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used for the prophylaxis and local treat
ment of superficial ocular infections due 
to Oxytetracycline- and polyriiyxin- 
sensitive organisms. These infections in
clude the following: Ocular infections 
due to streptococci, rickettslae, E. coli, 
and A. aero genes (stich as conjunctivitis, 
keratitis, pinkeye, corneal ulcer, and 
blepharitis in dogs, cats, cattle, sheep, 
and horses); ocular infections due to 
secondary bacterial complications asso
ciated with distemper in dogs; and 
ocular infections due to bacterial inflam-
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matory conditions which may occur sec
ondary to other infectious diseases in 
dogs, cats, cattle, sheep, and horses.

(2) It  is administered topically to the 
eye two to fpur times daily.

(3) Allergic reactions may occasionally 
occur. Treatment should be discontinued 
if reactions are severe. I f  new infections 
due to nonsensitive bacteria or fungi 
appear during therapy,, appropriate 
measures should be taken.
§ 524.1695 Pancreatic dornase.

(a ) Specifications. Pancreatic dornase 
is the enzyme desoxyribonuclease ex
tracted from beef pancreas and lyophi- 
lized. I t  is sterile and packaged in vials 
containing 100,000 units of the drug.

(b) Sponsor. See No. 000006 in § 510.- 
600(c) of this chapter.

(c) Special considerations. The drug 
should be maintained under refrigera
tion and used immediately upon 
reconstitution.

(d) Conditions of use. (1) It  is used 
for enzymatic debridement of pathologic 
conditions in animals.

(2) The drug is reconstituted with 
sterile water for injection or with sodium 
chloride injection. The usual dosage is
50,000 to 100,000 units of reconstituted 
pancreatic dornase alone or with an anti
biotic. It  is administered as an irrigation 
or as a wet dressing or is injected directly 
into the infected area.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.1742 N-(Mercaptomethyl) phthal- 

imide S-(0,0-dimethyl phosphorodi- 
thioate) emulsifiable liquid.

(a) Specifications. The emulsifiable 
liquid contains 11.6 percent N - (mercap- 
tomethyl) phthalimide 5- (0,0-dimethyl 
phosphorodithioate).

(b) Sponsor. See No. 017032 in § 510.- 
600(c) of this chapter.

(c) Conditions of use— (D  Methods 
of application. Methods of application to 
control the following conditions on beef 
cattle:
To control: Method of use

Grubs-------------------  Dip, pour-on, or spray.
Lice------------------- Dip, pour-on, or spray.
Hornflies__________' Spray.
Cattle ticks__,_____  Dip or spray.

-  Southern cattle Dip or spray.
' ticks.

(i) Dip vat procedure, (a) Prior to 
charging vat, empty old contents and 
thoroughly clean the vat. Add water to 
the vat. Add the drug at a rate of 1 gallon 
to each 60 gallons water. Add triple 
super phosphate at a rate of 100 pounds 
per 1,000 gallons of vat solution. Super 
phosphate is added to control the pH 
of the solution and insure vat stability. 
Super phosphate is usually available at 
most fertilizer dealers as 0-45-0, or 0-46- 
0. Stir the vat thoroughly, preferably 
with a compressed air device; however, 
any form of thorough mixing is adequate. 
Re-stir vat contents prior to each use. 
During the dipping operation, each time 
the vat’s volume is reduced by y*. of its 
initial volume, replenish the vat with

FEDERAL REGISTER, VOL. 40, NO. 60— THURSDAY, MARCH 27, 1975



13880

water and add the drug at a rate of 1 
gallon for each 50 gallons water added. 
Also add super phosphate at a rate of 
10 pounds per 100 gallons of additional 
solution. Stir well and resume dipping. 
Repeat replenishment process as neces
sary. For evaporation, add additional 
water accordingly. For added water due 
to rainfall, merely replenish vat with the 
product according to directions.

(b) Vat should be emptied, cleaned, 
and recharged each time one of the fol
lowing occurs: When the vat has been 
charged for 60 days. When the dip be
comes too foul for satisfactory use, with
in the 60-day limit. I f  the number of 
animals dipped equals the number of 
gallons of the initial bath volume, within 
the 60-day limit.

(ii) Spray method. To prepare the 
spray, mix 1 gallon of the drug with 49 
gallons of water and stir thoroughly. 
Apply the fresh mixture as a high-pres
sure spray, taking care to wet the skin, 
not just the hair. Apply to the point of 
“runoff” , about 1 gallon of diluted spray 
per adult animal. Lesser amounts will 
permit runoff for younger animals.

(iii) Pour-on method. Dilute 1 part of 
the drug with 2 parts of water by slowly 
adding the water to the product while 
stirring. Apply 1 ounce of the diluted 
mixture per 100 pounds of body weight 
(to a maximum of 8 ounces per head) 
down the center line of the back.

(2) Timing of applications for cattle 
grub control. For optimum cattle grub 
control, it is important to treat as soon 
as possible after the heel fly season, be
fore the grub larvae reach the gullet or 
spinal canal, as the rapid kill of large 
numbers of larvae in these tissues may 
cause toxic side effects such as bloat, 
salivation, staggering, and paralysis.

(3) Warnings. The drug is a cholines
terase inhibitor. Do not use this drug on 
animals simultaneously or within a few 
days before or after treatment with or 
exposure to cholinesterase-inhibiting 
drugs, pesticides, or chemicals. Do not 
apply within 21 days of slaughter. For 
use on beef cattle only. Do not treat sick, 
convalescent, or stressed cattle, or calves 
less than 3 months old except in Federal 
or State eradication programs where im
mediate treatment of all animals in an 
infested herd is mandatory. Be sure free 
access to drinking water is available to 
cattle prior to dipping. Do not dip ex
cessively thirsty animals. Do not dip ani
mals when overheated. Repeat treatment 
as' necessary, but not more often than 
every 7 to 10 days. Treatment for lice, 
ticks, and hornflies may be made any 
time of the year except when cattle grub 
larvae are in the gullet or spinal canal. 
Treatment for lice and ticks may be made 
any time 7 to 10 days following treatment 
for grubs. Do not treat grubs when the 
grub larvae, are in the gullet or spinal 
canal. Do not get in eyes, on skin, or on 
clothing. Do not breathe spray mist. 
Wear rubber gloves, goggles, and protec
tive clothing. In case of skin contact, 
wash immediately with soap and water; 
for eyes, flush with water. Wash all con
taminated clothing with soap and hot 
water before re-use.
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(d) Related tolerances. See 40 CFR 
§ 180.261.
§ 524.1880 Prednisolone-neomycin sul

fate ophthalmic ointment.
(a) Specifications. Prednisolone-neo

mycin sulfate ophthalmic ointment con
tains 2 milligrams prednisolone and 5 
milligrams neomycin.sulfate (equivalent 
to 3.5 milligrams neomycin base) in 
each gram of ointment.

(b) Sponsor. See No. 017030 in § 510.- 
600 (c) of this chapter.

(c) Conditions of use. The drug is 
recommended for use in superficial ocu
lar inflammations or infections limited 
to the conjunctiva or the anterior seg
ment of the eye of cats and dogs, such 
as those associated with allergic reac
tions or gross irritants. A  small quantity 
of the ointment should be expressed into 
the conjunctival sac four times a day for 
7 days. After 7 days, if clinical improve
ment is not noted, réévaluation of the 
diagnosis should be considered. All topi
cal ophthalmic preparations containing 
corticosteroids with or without an anti
microbial agent are contraindicated in 
the initial treatment of corneal ulcers. 
They should not be used until the infec
tion is under control and corneal regen
eration is well underway. For use only 
by or on the order of a licensed veteri
narian.
§ 524.1881 Prednisolone acetate oph

thalmic and topical dosage forms.
§ 524.1881a Prednisolone acetate, sodi

um sulfacetamide, neomycin oint
ment.

(a) Specifications. Each gram of oint
ment contains 5 milligrams of pred
nisolone acetate, 100 milligrams of 
sodium sulfacetamide, and 2.5 milli
grams of neomycin sulfate (equivalent 
to 1.75 milligrams of neomycin base) in 
a white petrolatum and mineral oil base.

(b) Sponsor. See No. 000085 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
indicated for treating external eye and 
ear infections caused by bacteria sensi
tive to neomycin or sodium sulfacetamide 
and the inflammation, edema, and al
lergy which often accompany these 
conditions in dogs and cats.

(2) Application of the drug for eye 
and ear purposes should be made fre
quently, a thin film should be applied 
three or four times daily. In chronic con
ditions, withdrawal of treatment should 
be carried out by gradually decreasing 
the frequency of application.

(3) All topical ophthalmic prepara
tions containing corticosteroids, with or 
without an antimicrobial agent, are con
traindicated in the initial treatment of 
corneal ulcers. They should not be used 
until the infection is under control and 
regeneration is well underway.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.1881b Prednisolone acetate-neo

mycin sulfate sterile suspension.
(a) Specifications. Prednisolone ace

tate-neomycin sulfate sterile suspension 
contains 2.5 milligrams of prednisolone

acetate and 5 milligrams of neomycin 
sulfate (equivalent to 3.5 milligrams of 
neomycin base) in each milliliter of 
sterile suspension.

(b) Sponsor. See No. 000009 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
indicated for treating infectious, allergic 
and traumatic keratitis and conjunctivi
tis, acute otitis externa, and chronic otitis 
externa in dogs and cats.

(2) For beginning treatment of acute 
ocular inflammations 1 or 2 drops may 
be placed in the conjunctival sac 3 to 6 
times during a 24 hour period. When im
provement occurs, the dosage may be 
reduced to 1 drop 2 to 4 times daily. In 
otitis externa, 2 to 6 drops may be placed 
in the external ear canal 2 or 3 times 
daily.

(3) All topical ophthalmic preparations 
containing corticosteroids with or with
out an anti-microbial agent are con
traindicated in the initial treatment of 
corneal ulcers. They should not be used 
until infection is under control and 
corneal regeneration is well underway.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 524.1883 Prednisolone sodium phos

phate-neomycin sulfate ophthalmic 
ointment,

(a) Specifications. Prednisolone so
dium phosphate-neomycin sulfate oph
thalmic ointment contains prednisolone 
sodium phosphate equivalent to 2.5 milli
grams prednisolone 21-phosphate and 5 
milligrams neomycin sulfate (equivalent 
to 3.5 milligrams neomycin base) in each 
gram of ointment.

(b) Sponsor. See No. 000006 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
recommended for use in superficial ocu
lar inflammations or infections limited to 
the conjunctiva or the anterior segment 
of the eye of cats and dogs, such as 
those associated with allergic reactions 
or gross irritants.

(2) A  small quantity of the ointment 
should be expressed into the conjunctival 
sac 4 times a day (at intervals of 1 to 8 
hours) for a few days until there is a 
favorable response, then the frequency of 
application may be reduced to twice daily 
as long as the condition remains under 
control. Treatment may require from a 
few days to several weeks.

(3) All topical ophthalmic prepara
tions containing corticosteroids with or 
without an antimicrobial agent are con
traindicated in the initial treatment of 
corneal ulcers. They should not be used 
until the infection is under control and 
corneal regeneration is well underway.

(4) For use only by or on the order of 
a licensed veterinarian.
§ 524.1982 Proparacaine hydrochloride 

ophthalmic solution.
(a) Specifications. The drug is an 

aqueous solution containing 0.5 percent 
proparacaine hydrochloride, 2.45 percent 
glycerin as a stabilizer, and 0.2 percent 
chlorobutanol (choral derivative) and 
1:10,000 benzalkonium chloride as 
preservatives.
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(b) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(c) Special considerations. The long
term toxicity of proparacaine is un
known. Prolonged use may possibly delay 
wound healing.

(d) Conditions of use. (1) The drug 
is indicated for use as a topical ophthal
mic anesthetic in animals. It  is used as an 
anesthetic in cauterization of corneal 
ulcers, removal of foreign bodies and 
sutures from the cornea, and measure
ment of intraocular pressure (tonom
etry) when glaucoma is suspected. 
Local applications may also be used as 
an aid in the removal of foreign bodies 
from the nose and ear canal, as an acces
sory in the examination and treatment 
of painful otitis, in minor surgery, and 
prior to catheterization.

(2) It  is administered as follows:
(1) For removal of sutures: Instill one 

to two drops 2 or 3 minutes before re
moval of stitches.

(ii) For removal of foreign bodies 
from eye, ear, and nose: For ophthalmic 
use, instill three to five drops in the eye 
prior to examination; for otic use, instill 
five to 10 drops in the ear; for nasal use, 
instill five to 10 drops in each nostril 
every 3 minutes for three doses.

(ill) For tonometry: Instill one to two 
drops immediately before measurement.

(iv) As an aid intreatment of otitis: 
Instill two drops into the ear every 5 
minutes for three doses.

(v ) For minor surgery: Instill one or 
more drops as required.

(vi) For catheterization: Instill two to 
three drops with a blunt 20-gauge needle 
immediately before inserting catheter.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 524.2140 Squalane, pyrethrins and pi- 

peronyl butoxide.
(a ) Specifications. The drug contains 

25 percent squalane (hexamethyltetraco- 
sane), 0.05 percent pyrethrins and 0.50 
percent technical piperonyl butoxide.

(b) Sponsor. See No. 017030 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
used for the treatment of ear mites in 
dogs and cats.

(2) It  is administered as follows: Cats 
and dogs 5-15 pounds body weight, 4 to 
5 drops in each ear daily. Dogs 16-30 
pounds body weight, 5 to 10 drops in each 
ear daily. Dogs 30 pounds body weight 
and over 10 to 15 drops in each ear daily. 
The recommended treatment is for 7 to 
10 days with repeated treatment in 2 
weeks if necessary.
§ 524.2481 Triamcinolone acetonide 

cream.
(a) Specifications. Triamcinolone ace

tonide cream contains 0.1 percent triam
cinolone acetonide in an aqueous van
ishing cream base.

(b) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
recommended for use on dogs as an anti
inflammatory, antipruritic, and antial

lergic agent for topical treatment of 
allergic dermatitis and summer eczema.

(2) The drug is applied by rubbing 
into affected areas two to four times 
daily for 4 to 10 days.

(3) For use only by or on the order of 
a licensed veterinarian.
§ 524.2542 Triethanolamine polypeptide 

oleate-condensate otic solution.
(a) Specifications. The drug contains 

10 percent triethanolamine polypeptide 
oleate-condensate in propylene glycol 
with 6.5 percent chlorobutanol.

(b) Sponsor. See No. 000034 in § 510.- 
600 (c) of this chapter.

(c) Conditions of use. (1) It  is used in 
dogs and cats to help remove excess or 
impacted earwax.

(2) T ilt the animal’s head to the side 
and fill the external auditory canal with 
the drug. Allow the drug to remain in 
contact for 15 to 30 minutes; then gently 
flush the ear with warm water. Repeat if 
needed.

(3) A  veterinarian should be consulted 
if the animal has a history of allergy 
including skin sensitivity or if  ear irrita
tion occurs or if earwax remains after 
three instillations of the drug.
§ 524.2620 Liquid crystalline trypsin, 

peru balsam, castor oil.
(a) Specifications. The drug is a liquid 

for direct application or as an aerosol 
preparation formulated so that each 
gram delivered to the wound site con
tains 0.12 milligram of crystalline tryp
sin, 87.0 milligrams of peru balsam, and
788.0 milligrams of castor oil.

(b) Sponsor. See No. 000514 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. The drug is 
used as an aid in the treatment of ex
ternal wounds and assists healing by 
facilitating the removal of necrotic tis
sue, exudate and organic debris.
§ 524.2640 Tylosin, neomycin eye 

powder.
(a) Specifications. Tylosin, neomycin 

eye powder contains 2 percent tylosin ac
tivity (as base), neomycin sulfate equiv
alent to 0.25 percent neomycin base, 1 
percent piperocaine hydrochloride, 0.5 
percent acriflavine neutral, and boric 
acid q.s.

(b) Sponsor. See No. 000986 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used 
in cattle for the treatment of pinkeye 
(Infectious keratoconjunctivitis).

(2) It  is administered by holding the 
eyelids open and dusting powder into 
both eyes. The treatment is repeated 
daily for up to 7 days depending on the 
severity of the infection. Affected animals 
should be protected from direct sun
light, dust, and flies. In  an affected herd, 
all animals with or without signs of the 
disease should receive at least one treat
ment.

(3) I f  there is severe eye damage or if 
the condition persists or increases, dis
continue administering the drug and 
consult a veterinarian.

PART 529— CERTAIN OTHER DOSAGE
FORM NEW ANIMAL DRUGS NOT SUB
JECT TO CERTIFICATION 

Sec.
529.360 Cephalothin. discs.
529.1044 Gentamicin sulfate in certain other 

* dosage forms.
529.1044a Gentamicin sulfate intrauterine 

solution.
529.1044b Gentamicin sulfate solution. 
529.2503 Tricaine methanesulfonate.

Au t h o r it y : Sec. 512(i), 82 Stat. 347 (21 
U.S.C. 360b ( i ) ).

§ 529.360 Cephalothin discs.
(a) Specifications. Cephalothin discs, 

comply with the requirements of § 460.1 
of this chapter.

(b) Sponsor. See No. 000986 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The discs are 
used for determining the in vitro sus
ceptibility of bacteria to cephaloridine 
and cephalonium.

(2) For veterinary laboratory diag
nosis only.
§ 529.1044 Gentamicin sulfate in cer

tain 6ther dosage forms.
§ 529.1044a Gentamicin sulfate intra

uterine solution.
(a) Specifications. Each milliliter of 

solution contains gentamicin sulfate 
equivalent to 50 milligrams of genta
micin base.

(b) Sponsor. See No. 000085 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
indicated for use for control of bac
terial infections of the uterus in horses 
(metritis) and as an aid in improving 
conception in mares with uterine infec
tions caused by bacteria sensitive to 
gentamicin.

(2) It  is administered at a dosage 
level of 2 to 2.5 grams per day for 3 to 5 
days during estrus, each dose being di
luted with 200 to 500 milliliters of sterile 
physiological saline before aseptic infu
sion into the uterus.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(4) Not for use in horses intended for 
food.
§ 529.1044b Gentamicin sulfate solu

tion.
(a) Specifications. Each milliliter of 

solution contains gentamicin sulfate 
equivalent to 50 milligrams of gentami
cin base.

(b) Sponsor. See No. 000085 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) The drug is 
recommended as an aid in the reduction 
or elimination of the following micro
organisms from turkey-hatching eggs: 
Arizona hinshawii (paracolon), Salmon
ella st. paul, and Mycoplasma melea- 
gridis.

(2) The drug is added to clean water to 
provide a dip solution with a gentamicin 
concentration of 250 to 1,000 parts per 
million. A concentration of 500 parts per 
million is recommended. Clean eggs 
should be held submerged in the genta-
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micin solution under a vacuum of about
27.5 to 38 centimeters of mercury for 5 
minutes followed by additional soaking 
in gentamicin solution for approximately 
10 minutes at atmospheric pressure. Eggs 
can also be treated by warming them for 
3 to 6 hours at approximately 100° P. 
then immediately submerging them in 
gentamicin solution maintained at about 
40° F., keeping the eggs submerged for 
10 to 15 minutes.

(3) For use in the dipping treatment of 
turkey-hatching eggs only. Eggs which 
have been dipped in the drug shall not 
be used for food.
§ 529.2503 Tricaine methanesulfonate.

(a) Chemical name. Ethyl-ra-amino- 
benzoate methanesulfonate.

(b) Sponsor. See No. 000046 in § 510.- 
600(c) of this chapter.

(c) Conditions of use. (1) It  is used for 
the temporary immobilization of fish, 
amphibians, and other aquatic cold
blooded animals (poikilotherms) as an 
aid in handling during manual spawning 
(fish stripping), weighing, measuring, 
marking, surgical operations, transport, 
photography, and research.

(2) It is used as follows:
(i) For fish the drug is added to am

bient water at a concentration of from 
15 to 330 milligrams per liter depending 
upon the degree of anesthetization or 
sedation desired, the species and size of 
the fish, and the temperature and soft
ness of the water. Preliminary tests of 
solutions must be made with small num
bers of fish to determine the desired 
rates of sedation or anesthesia and the 
appropriate exposure times for the spe
cific lots of fish under prevailing condi
tions.

(ii) For amphibians and other aquatic 
cold-blooded animals, the drug is added 
to ambient water in concentrations of 
from 1:1000 to 1:20,000 depending upon 
species and stage of development.

(iii) Do not use within 21 days of har
vesting fish for food. Use in fish intend
ed for food should be restricted to Ictal- 
uridae, Salmonidae, Esocidae, and Per- 
cidae, and water temperature should ex
ceed 10° C. (50° F . ). In other fish and in 
cold-blooded animals, the drug should 
be limited to hatchery or laboratory use.

PART 536— TESTS FOR SPECIFIC 
ANTIBIOTIC DOSAGE FORMS

Sec.
536.500 Penicillin bougies.
536.501 Penicillin-streptomycin ointment;

penicillin - dihydrostreptomycin 
ointment.

536.502 Penicillin-streptomycin bougies;
penicillin - dihydrostreptomycin 
bougies.

536.503 Penicillin-bacitracin ointment.
536.504 Crystalline penicillin and bacitracin.
536.505 Penicillin - streptomycin - bacitracin

ointment; penicillin-dihydrostrep- 
tomycin-bacitracin ointment; pen
icillin - streptomycin - bacitracin 
methylene disalicylate ointment; 
penicillin - dihydrostreptomycin- 
bacitracin methylene disalicylate 
ointment.

536.506 Penicillin-bacitracin-neomycin oint
ment; penicillin-bacitracin-neo- 
mycin'in oil.

Sec.
536.507 Procaine pénicUlin and benzathine

penicillin G in streptomycin sul
fate solution; procaine penicillin 
and benzathine pénicUlin G  in 
dihydrostreptomycin sulfate solu
tion (procaine penicillin and 
benzathine penicillin G  in crys
talline dihydrostreptomycin sul
fate solution).

536.508 Procaine penicillin - streptomycin-
polymyxin in oil; procaine penicil
lin - dihydrostreptomycin - poly
myxin in oil; procaine penicUlln- 

. streptomycin - polymyxin oint
ment; procaine penicillin-dihydro
streptomycin -  polymyxin oint
ment.

536.509 Penicillin-streptomycin -erythromy
cin ointment; penicillin-dihydro- 
streptomycin-erythromycin oint
ment.

536.510 Penicillin - tetracycline phosphate
complex-novobiocin-nystatin cap
sules.

536.511 Penicillin - streptomycin - bacitracin
methylene disalicylate-neomycin 

, ointment; penicillin-dihydrostrep- 
tomyoin-bacitracin methylene dl- 
salicylate-neomycin ointment.

536.512 Procaine penicillin G-novobiocin-
neomycin-dihydrostreptomycin in 
oil.

536.513 Streptomycin / dihydrostreptomycin
for inhalation therapy.

536.514 Streptomycin sulfate/dihydrostrep-
tomycin sulfate oral powder.

536.515 ¡Dihydrostreptomycin - neom ycin-
polymyxin aerosol solution.

536.516 Chlortetracycline - neomycin-strep-
tomycin/dihydrostreptomycin  
penicillin ointment; tetracycline 
hydrochloride-neomycin-strepto - 
mycin/dihydrostreptomycin peni
cillin ointment.

536.517 Calcium chlortetracycline-neomy-
cin sulfate mastitis suspension.

536.518 Bacitracin-neomycin in oil.
Au t h o r it y : Sec. 507, 59 Stat. 463 as 

amended (21 U.S.C. 357).

§ 536.500 Penicillin bougies.
(a) Potency. Proceed as directed in 

§ 440.180a(b) (1) of this chapter.
. (b) Moisture. Proceed as directed in 

§ 436.500(c) of this chapter, using 1.0 
to 2.0 grams of bougies dissolved in 10 
milliliters of dry chloroform if it con
tains the excipient polyethylene glycol. 
I f  it does not contain the excepient poly
ethylene glycol, proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.
§ 536.501 Penicillin-streptomycin oint

ment ; penicillin-dihydrostreptomycin 
ointment.

(a) Potency— (1) Total penicillin con
tent. Proceed as directed in § 540.380a(b)
(1) or § 440.80a(b) (5) (iv) (a) of this 
chapter, except that if the iodometric 
chemical assay described in § 440.80a(b)
(5) (iv) (a) of this chapter is used pre
pare the sample as follows: Accurately 
measure two representative portions of 
the sample, each equivalent to about
20.000 units. Place one portion in a cen
trifuge tube containing 10.0 milliliters of 
1 percent phosphate buffer, pH 6.0, and
10.0 milliliters of chloroform for each 5 
milliliters or grams of sample. Shake the 
tube for 1 minute and centrifuge to ob
tain a substantially clear buffer layer. 
Use 2.0 milliliters of this solution as the

blank. Add one drop of 1.2 N  HC1 to 
the blank immediately before the addi
tion of the 10.0 milliliters of 0.01 N  I ,. 
Immediately titrate with 0.01 N  Na2S2Oi. 
Place the second portion of the sample in 
a centrifuge tube containing 10.0 millili
ters of l  N NaHCOt (previously adjusted' 
to a pH of 9.3±0.2 with 1.0 N  NaOH) and
10.0 milliliters of chloroform for each 5 
milliliters or grams of sample. Shake 
the tube for 1 minute and centrifuge 
to obtain a substantially clear aqueous 
layer. To 2.0 milliliters of the aqueous 
layer, add 2.0 milliliters of 1 N  NaOH 
and allow to stand for 15 minutes. Add 
sufficient 1.2 N  HC1 to obtain a pH of
1.0, then add 10.0 milliliters of 0.01 N  Ia. 
Allow to stand for 15 minutes and then 
titrate with 0.01 N  Na2S2Os. From the 
titration data calculate the amount of 
penicillin in the sample. Its content of 
penicillin is satisfactory if it contains not 
less than 85 percent of the number of 
units that it is represented to contain.

(2) Crystalline sodium penicillin or 
potassium penicillin content— (i) Direct 
method— (a) Preparation of the solution 
for assay. Accurately measure a repre
sentative portion of the sample equiva
lent to about 20,000 units of crystalline 
sodium penicillin or potassium penicillin 
and place it in a centrifuge tube contain
ing 10.0 milliliters of 20 percent sodium 
sulfate solution and 10.0 milliliters of 
chloroform for each 5 milliliters or 
grams of sample. Shake the tube for 1 
minute and then centrifuge to obtain a 
substantially clear aqueous layer. This 
is used as the solution for assay.

(b) Iodometric assay for total penicil
lin in the solution for assay. Determine 
the quantity of penicillin in the solution 
for assay by the iodometric assay proce
dure described in § 440.80a(b) (5) (iv)
(a )  , of this chapter.

(c) Colorimetric determination of pro
caine penicillin in the solution for assay.
( I )  I f  the sample does not contain sulr 
fonamides, determine the procaine peni
cillin in the solution for assay by the 
colorimetric procedure described in 
§ 436.503(b) (3) of this chapter.

(2) I f  the sample co n ta in s  sulfona
mides, proceed as follows: Place 10.0 
milliliters of the solution for assay in a 
separatory funnel containing 2 milli
liters of 1 N  NaOH and 10.0 milliliters of 
chloroform and shake for 1 minute. A l
low the layers to separate and collect the 
lower chloroform layer in a cylinder 
containing 10.0 milliliters of 4 N  HC1. 
Shake for 1 minute and allow the layers 
to separate. Using the upper acid layer 
as the solution for assay, determine the 
procaine penicillin content by the colori
metric procedure described in § 436.503
(b ) (3) of this chapter .

(d) The content of crystalline sodium 
or potassium penicillin in the sample is 
calculated as follows:

A = ( B - G ) F
w here:

A = crystaU ln e sodium  p e n ic illin  or po
tassiu m  p e n ic illin  content o f th e  
sam ple.

B = to ta l num ber of u n its  of p e n ic illin  per 
milliliter as determined in paragraph 

(a) (2 ) (i) (b ) of this section.
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C = n u m b er of u n its  of p rocaine p e n ic illin  
per milliliter as determined in para
graph (a) (2 ) (i) (c) of this section.

F = appropriate d ilu tio n  facto r depending  
on  th e  d ilu tio n  madp in  th e  prepara
tio n  o f th e  so lu tio n  fo r assay an d  th e  
size  o f th e  rep resentative p ortion  of 
th e  sam ple tested.

(ii) Indirect method. The content of 
crystalline sodium or potassium penicil
lin is the difference between the total 
penicillin content determined in para
graph (a) (1) of this section and the 
procaine penicillin determined in 
paragraph (a) (3) (i) of this section. Its 
content of crystalline sodium penicillin 
or potassium penicillin is satisfactory if 
it contains not less than 85 percent of the 
number of units that it is represented to 
contain.

(3) Procaine penicillin content— (i) 
Direct method. Using the stock solution 
prepared for bioassay in paragraph (a)
(1) of this section, determine the pro
caine penicillin content colorimetrically 
as directed in paragraph (a) (2) (i) (c)
(2) of this section.

(ii) Indirect method. The procaine 
penicillin content o f the sample is the 
difference between the total penicillin 
content determined in paragraph (a) (1) 
of this section and the crystalline 
sodium penicillin or potassium penicillin 
content determined in paragraph (a) (2) 
of this section. Its content of pro
caine penicillin is satisfactory if  it con
tains not less than 85 percent of the 
number o f units that it is represented 
to contain.

(4) Streptomycin content. Proceed 
as directed in § 444.70a(b) (1) of this 
chapter, except paragraph (b ) ( l ) (x i )  
of that section, and in lieu of the direc
tions in § 444.70a(b) (1) (v) and (x )(c ), 
test a representative portion of the 
sample (usually approximately 1 gram, 
accurately weighed) or the entire con
tents of a single-dose container prepared 
by one of the following methods:

(1) To assay by the cup-plate method. 
Use either extraction or blending.

(a) Extraction. Place the sample in 
a separatory funnel containing approxi
mately 50 milliliters of peroxide-free 
ether. I f  the sample consists of sub
stantially more than 1 gram, use 100 
milliliters of ether. Shake the sample 
and ether until homogeneous. Add 20 
milliliters of 0.1 M  potassium phosphate 
buffer, pH 8.0. and shake. I f  the sample 
consists of substantially more than 1 
gram, use 50 milliliters of buffer. Allow 
the layers to separate. Remove the buff
er layer and repeat the extraction with 
new portions of buffer at least three 
times and any additional times necessary 
to ensure complete extraction of the 
antibiotic. Combine the extractives and 
make up to an appropriate measured 
volume with buffer. To a suitable ali
quot add sufficient penicillinase and let 
stand for 30 minutes at 37* C. to inac
tivate the penicillin. After inactivation, 
make the proper estimated dilution with 
buffer at pH 8.0.

(b) Blending. Place the sample in a 
blending jar containing 1.0 milliliter of 
10-percent aqueous solution of polysor- 
bate 80 and sufficient 0.1 M  potassium
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phosphate buffer, pH 8.0, to give a final 
volume of 500 milliliters. Using a high
speed blender, blend the mixture for 3 
minutes. To a suitable aliquot, add suffi
cient penicillinase and let stand for 30 
minutes at 37° C. to inactivate the peni
cillin. After inactivation, make the 
proper estimated dilutions with buffer at 
pH 8.0.

(ii) To assay by the tufbidimetric 
method. Place the sample in a separa
tory funnel containing approximately 50 
milliliters of peroxide-free ether. I f  the 
sample consists of substantially more 
than l  gram, use 100 milliliters of ether. 
Shake the sample and ether until homo
geneous. Add 20 millileters o f distilled 
water, and shake. I f  the sample con
sists o f substantially more than 1 gram, 
use 50 milliliters of water. Allow the 
layers to separate. Remove the aqueous 
layer and repeat the extraction with new 
portions of water at least three times 
and any additional times necessary to 
ensure complete extraction of the anti
biotic. Combine the extractives, mid 
make to an appropriate measured vol
ume with water. Remove the aliquot 
and, i f  the ratio of the content of peni
cillin to the content of streptomycin is 
equal to or greater than one unit for each 
microgram, add sufficient penicillinase 
and let stand for 30 minutes at 37* C. to 
inactivate the penicillin. Make the 
proper estimated dilutions with distilled 
water. Its content of streptomycin is 
satisfactory i f  it contains not less than 
85 percent of the number of milligrams 
that it is represented to contain.

(5) Dihydrostreptomycin c o n t e n t . 
Proceed as directed in paragraph (a) (4) 
of this section, using the dihydro
streptomycin working standard as a 
standard of comparison. Its content of 
dihydrostreptomycin is satisfactory i f  it 
contains not less than 85 percent of the 
number of milligrams per gram of oint
ment that it is represented to contain.

(b) Moisture. Proceed as directed in 
§ 540.380a(b) (2) of this chapter.
§ 536.502 Penicillin-streptomycin bou

gies ; penicillin-dihydrostreptomycin 
bougies.

(a) Potency— (1) Penicillin content. 
Proceed as directed in § 440.180a(b) (1) 
of this chapter, except the last sentence 
of that paragraph. Its content of peni
cillin is satisfactory if it contains not 
less than 85 percent of the number of 
units that it is represented to contain.

(2) Streptomycin content. Using 12 
bougies, proceed as directed in § 444.70a
(b) (1) of this chapter, except paragraph
(b)(1 ) (xi) of that section, and if the 
cup-plate method is used, use potassium 
phosphate buffer (pH 7.8-8.0) for dis
solving the sample in lieu of sterile dis
tilled water as directed in § 444.70a (b)
(1) (v) of this chapter and add sufficient 
penicillinase to the solution under test to 
completely inactivate the penicillin 
present. I f  the turbidimetric method is 
used, inactivation with penicillinase is 
not necessary unless the ratio of the 
content of penicillin to the content of 
streptomycin is equal to or greater than
1.0 unit for each microgram. Its content
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of sterptomycin is satisfactory if it con
tains not less than 85 percent of the 
number of milligrams that it is repre
sented to contain.

(3) Dihydrostreptomycin c o n t e n t .  
Proceed as directed in paragraph (a) (2) 
of this section, using the dihydro
streptomycin working standard as a 
standard of comparison. Its content of 
dihydrostreptomycin is satisfactory if it 
contains not less than 85 percent of the 
number of milligrams it is represented 
to contain.

(b) Moisture. Proceed as directed in 
§ 536.500(b).
§ 536.503 Penicillin-bacitracin oint

ment.
The requirements for certification and 

the tests and methods of assay for peni
cillin-bacitracin ointment are described 
under § 436.504 of this chapter.
§ 536.504 Crystalline penicillin and 

bacitracin.
The requirements for certification and 

the tests and methods of assay for crys
talline penicillin and bacitracin are de
scribed under § 440.280c of this chapter.
§ 536.505 Penicillin-streptomycin-baci

tracin ointment; penicillin-dihydro- 
streptomycin-bacitracin ointment; 
penicillin - streptomycin - bacitracin 
methylene disalicylate ointment; pen
icillin - dihydrostreptomycin-bacitra
cin methylene disalicylate ointment.

The requirements for certification and 
the tests and methods of assay for peni
cillin - streptomycin - bacitracin oint
ment; penicillin dihydrostreptomycin- 
bacitracin ointment; penicillin-strepto
mycin-bacitracin methylene disalicylate 
ointment; penicillin-dihydrostreptomy- 
cin-bacitracin methylene disalicylate 
ointment are described under § 436.505 
of this chapter.
§ 536.506 Penicillin-bacitracin-neomy

cin ointment; penicillin-bacitracin- 
neomycin in oil.

The requirements for certification and 
the tests and methods of assay for peni
cillin-bacitracin-neomycin ointment; 
penicillin-bacitracin-neomycin in oil are 
described under § 436.508 of this chapter.
§ 536.507 , Procaine penicillin and benza

thine penicillin G in streptomycin 
sulfate solution; procaine penicillin 
and benzathine penicillin G in dihy
drostreptomycin sulfate solution 
(procaine penicillin and benzathine 
penicillin G in crystalline dihydro
streptomycin sulfate solution).

(a) Potency— (1) Total potency and 
procaine penicillin content. Proceed as 
directed in § 436.507(a) (1) and (2), 
except that in the iodometric assay one 
drop of 1.2 N  HC1 is added to the blank 
immediately, before the addition of the 
0.01 N  iodine.

(2) Benzathine penicillin G  content. 
The difference between the total penicil
lin potency and the procaine penicillin 
content determined under paragraph (a)
(1) of this section represents the» 
benzathine penicillin G content. The 
benzathine penicillin G content is satis
factory if  it is not less than 85 percent
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of that which it is represented to con
tain.

(3) Streptomycin content. Proceed 
as directed in § 444.70a(b) (1) (x) and
(xi) of this chapter.

(4) Dihydrostreptomycin c o n t e n t .  
Proceed as directed in § 444.10a(b) (1) of 
this chapter.

(b) Sterility. Proceed as directed in 
§ 436.20 of this chapter, using the method 
described in paragraph (e) (2) of that 
section, except use medium C in lieu of 
medium A, and medium F in lieu of 
medium E. During the period of incu
bation, shake the tubes at least once 
daily.

(c) Toxicity. Proceed as directed in 
§ 540.250(b) (3) of this chapter.

(d) Pyrogens. Proceed as directed in 
§ 540.250(b) (4) of this chapter.

(e) pH. Proceed as directed in 
§ 440.80a(b) (5) (ii) of this chapter, using 
the undiluted aqueous suspension.
§ 536.508 Procaine penicillin-strepto

mycin-polymyxin in oil; procaine 
penicillin - dihydrostreptomycin - poly
myxin in oil; procaine penicillin- 
streptomycin-polymyxin ointment; 
procaine penicillin-dihydrostrepto- 
mycin-polymyxin ointment.

The requirements for certification and 
the tests and methods of assay for pro
caine penicillin-streptomycin-polymyxin 
in oil; procaine penicillin-dihydrostrep
tomycin-polymyxin in oil; procaine peni
cillin-streptomycin-polymyxin ointment; 
procaine penicillin-dihydrostreptomycin- 
polymyxin ointment are described under 
§ 436.509 of this chapter.
§ 536.509 Penicillin-streptomycin-ery

thromycin ointment; penicillin-dihy- 
drostreptomycin-erythromycin oint
ment.

The requirements for certification and 
the tests and methods of assay for 
penicillin -  streptomycin - erythromycin 
ointment; penicillin-dihydrostreptomy- 
cin-erythromycin ointment are de
scribed under § 436.510 of this chapter.
§ 536.510 Penicillin-tetracycline phos

phate complex - novobiocin-nystatin 
capsules.

(a) Potency—  (1) Penicillin content. 
Proceed as directed in § 440.180d(b) (1)
(i) (a ) , except in lieu of the directions 
prescribed in § 440.180d(b) (1) (i) (a) (1) 
of this chapter, prepare the stock solu
tion by blending 3 capsules in 100 milli
liters of potassium phosphate buffer, pH
8.0, using a glass jar and a high-speed 
blender. Its penicillin content is satisfac
tory if it contains not less than 85 per
cent of the number of units that it is 
represented to contain.

(2) Novobiocin content. Use a suitable 
aliquot of the stock solution prepared as 
directed in paragraph (a) (1) of this 
section and proceed as directed in 
§ 440.180d(b) (1) (ii) of this chapter. Its 
content of novobiocin is satisfactory if 
it contains not less than 85 percent of the 
number of milligrams that it is repre
sented to contain.

(3) Tetracycline phosphate complex 
content. Proceed as directed in 
§ 436.515(a) (1) of this chapter. Its po

tency is satisfactory if it contains the 
equivalent of not less than 85 percent of 
the number of milligrams of tetracycline 
hydrochloride that it is represented to 
contain.

(4) Nystatin content. Proceed as 
directed in § 446.181b(b) (1) (i) (b) of this 
chapter. Its nystatin content is satis
factory if it contains not less than 85 
percent of the number of units that it is 
represented to contain.

(b) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.
§ 536.511 Penicillin-streptomycin-baci

tracin methylene disalicylate-neomy- 
cin ointment; penicUlin-dihydro-
streptomycin - bacitracin methylene 
disalicylate-neomycin ointment.

The requirements for certification and 
the tests and methods of aSsay for peni
cillin-streptomycin-bacitracin methyl
ene disalicylate-neomycin ointment; 
penicillin -dihydrostreptomycin-bacitra
cin methylene disalicylateneomycin 
ointment are described under § 436.511 
of this chapter.
§ 536.512 Procaine penicillin G-novo- 

biocin - neomycin - dihydrostrepto - 
mycin in oil.

The requirements for certification and 
the tests and methods of assay for pro
caine penicillin G-novobiocin-neomy- 
cin-dihydrostreptomycin in oil are de
scribed under § 436.512 of this chapter.
§ 536.513 Streptomycin/dihydrostreplo- 

mycin for inhalation therapy.
(a) Potency— (1) Streptomycin con

tent. Proceed as directed in § 444.70a(b)
(1) of this chapter, except if it is pack
aged with inert gases proceed as follows: 
Use not less than 6 immediate contain
ers. Place one-half the number of such 
containers in a suitable sharp freezing 
unit having a temperature not higher 
than —30° C. After freezing, cut open the 
containers and transfer the contents of 
each to a suitable beaker and allow 
gas to evaporate. After gas has evapo
rated, wash and ry the residue remain
ing in tiie container into the beaker with 
sterile distilled water, after which wash 
the entire contents of the beaker into a 
500-milliliter volumetric flask mid make 
to mark with sterile distilled water. 
Use an appropriate aliquot of each of 
these solutions and proceed as directed 
in § 444.70a(b) (1) of this chapter to 
determine the average total quantity of 
streptomycin in each container. Expel 
the drug from each of the remaining 
containers as directed in its labeling. 
After all gas (with drug) has been ex
pelled, cut open the containers and place 
each in a large beaker containing 500 
milliliters of sterile distilled water. Let 
stand for not less than 15 minutes, with 
frequent agitation. Remove an aliquot 
and proceed as directed in § 444.70a(b)
(1) of this chapter, to determine the 
quantity of streptomycin that remains 
in each container. The quantity of strep
tomycin expelled is determined by sub
tracting the average amount of the resi
due found from the average total amount 
contained in the containers. Its potency 
is satisfactory if it contains not less than

90 percent, or 85 percent if it is packaged 
with inert gases, of the number of milli
grams of streptomycin that it is repre
sented to contain.

(2) Dihydrostreptomycin c o n t e n t .  
Proceed as directed in paragraph (a) (1) 
of this section, except use the dihy
drostreptomycin working standard as a 
standard of comparison. Its potency is 
satisfactory if  it contains not less than 
90 percent, or 85 percent if  it is packaged 
with insert gases, of the number of milli
grams of dihydrostreptomycin that it is 
represented to contain.

(b) Unless it is packaged with inert 
gases, toxicity, histamine, moisture, pH, 
streptomycin content (if  it is dihydro
streptomycin) , crystallinity (if  it is 
crystalline dihydrostreptomycin). Pro
ceed as directed in §§ 444.10a(b) (2), 
444.70a(b) (3), (5), and (6), and 440.80a
(b) (5) (iii) of this chapter.

(c) I f  it is packaged with inert gases, 
moisture. Proceed as directed in § 436.500
(c) of this chapter, but in lieu of the 
directions for preparing the sample in 
§ 436.500(c) (3) of this chapter prepare 
the sample and calculate as follows: 
Freeze the container as described in par
agraph (a) of this section. After freez
ing, open the container and remove a 
representative 10-milliliter aliquot. 
Place this sample in a dry titrating ves
sel, immediately add an excess of Karl 
Fischer reagent, and back-titrate with 
water-methanol solution until the end
point is reached.

(v. — VJ ) xe
Percent moisture= — =—-~r-------100

§ 536.514 Streptomycin sulfate/dihy- 
drostreptomycin sulfate oral powder.

(a) Potency— (1) Total potency. 
Using the dihydrostreptomycin working 
standard as the standard of comparison, 
proceed as directed in § 444.70a(b) (1) 
(x) of this chapter. Its total potency is 
satisfactory if it contains not less than 
90 percent of the combined number of 
milligrams of streptomycin and dihydro
streptomycin that it is represented to 
contain.

(2) Streptomycin content. Proceed as 
directed in § 544.21 lb(b) (2) of this 
chapter. Its content of streptomycin is 
satisfactory if it contains not less than 
45 percent and not more than 55 per
cent of the total potency as determined 
under paragraph (a) (1) of this section.

(b) Moisture. Using a 1-gram sample, 
proceed as directed in § 440.80a(b) (5)
(i) of this chapter.
§ 536.515 Dihydrostreptomycin-neomy

cin-polymyxin aerosol solution.
(a) Potency. (1) Using a separate 

graduate for each container to be tested, 
eject the drug as directed in its labeling. 
Measure the volume of each dose until 
the total contents are expelled. Remove 
appropriate Aliquots and proceed as 
follows:

(1) Dihydrostreptomycin c o n t e n t .  
Using the dihydrostreptomycin working 
standard as the standard of comparison, 
proceed as directed in § 444.70a(b) (1)
(i) through (ix) of this chapter. Its con
tent of dihydrostreptomycin is satisfac-
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tory if it contains not less than 85 per
cent of the number of milligrams that it 
is represented to contain.

(ii) Neomycin content. Its content of 
neomycin is satisfactory if it contains 
not less than 85 percent of the number 
of milligrams that it is represented to 
contain.

(iii) Polymyxin content. Its content of 
polymyxin is satisfactory if it contains 
not less than 85 percent of the number 
of units that it is represented to contain.

(b) pH. Using the undiluted solution, 
proceed as directed in § 440.80a (b) (5)
(ii) of this chapter.
§ 536.516 Chlortetracycline - neomycin- 

streptomycin / dihydrostreptomycin 
penicillin ointment; tetracycline hy
drochloride -neomycin-streptomycin / 
dihydrostreptomycin penicillin oint
ment.

(a ) Potency— (1) Penicillin content. 
Place an accurately weighed sample of 
approximately 1 gram in cm extraction 
funnel prepared by fusing a ground-glass 
joint to the top of a medium-porosity 
sintered-glass filter funnel (30-milli- 
meter diameter). Wash with five 10- 
milliliter portions of warm iso-octane 
and draw off the ointment base under 
vacuum. Discard the iso-octane wash
ings. Wash the residue with three 10- 
milliliter portions of chloroform and 
draw off under vacuum, combine the ex
tracts, and make to mark in a 250-milli
liter volumetric flask with absolute alco
hol. Make the proper estimated dilutions 
in 1-percent phosphate buffer, at pH 6.0, 
and proceed as directed in § 440.80a(b)
(1) of this chapter. Its content o f peni
cillin is satisfactory if it contains not less 
than 85 percent of the number of units 
per gram of ointment that it is repre
sented to contain.

(2) Chlortetracycline content. Wash 
the residue in the funnel four times with 
10-milliliter portions of 0.3 percent pi
peridine in acetone solution. Withdraw 
each washing under vacuum. Combine 
the four washings in a 100-milliliter vol
umetric flask and make to mark with 0.1 
M  monopotassium phosphate buffer, pH
4.5. The sample may also be prepared 
by placing a representative portion (usu
ally 1.0 gram, accurately weighed) in a 
glass blending jar containing 199 milli
liters of 0.01 N  HCl and 1.0 milliliter of 
polysorbate 80. Using a high-speed 
blender, blend the mixture for 2 to 3 
minutes and make proper estimated dilu
tions in 0.1 M  monopotassium phosphate 
buffer, pH 4.5, adding sufficient penicil
linase to inactivate the penicillin. Pro
ceed as directed in § 446.10a(b) (1) (viii) 
of this chapter. Its content of chlortet
racycline is satisfactory if it contains not 
less than 85 percent of the number of 
milligrams per gram that it is repre
sented to contain.

(3) Tetracycline hydrochloride con
tent. Prepare the sample as directed in 
paragraph (a) (2) of this section and 
proceed as directed in § 446.81a(b) of 
this chapter. Its content of tetracycline 
hydrochloride is satisfactory if it con
tains not less than 85 percent of the 
number of milligrams per gram of oint
ment that it* is represented to contain.

(4) Neomycin content. The residue 
remaining in the funnel after the extrac
tion described in paragraph (a) (2) of 
this section contains the neomycin and 
streptomycin or dihydrostreptomycin. 
Wash this residue five times, using 
10-milliliter aliquots of 0.1 M  phosphate 
buffer, pH 8.0, drawing each washing off 
under vacuum. Combine the washings 
in a 100-milliliter volumetric flask and 
make to mark with 0.1 M  phosphate 
buffer, pH 8.0. Using an aliquot of this 
aqueous solution, proceed as directed in 
§ 436.105 of this chapter. The content 
of neomycin is satisfactory if it contains 
not less than 85 percent of the number 
of milligrams per gram of ointment that 
it is represented to contain.

(5) Streptomycin content. Using an 
aliquot of tiie aqueous solution prepared 
in paragraph (a) (4) of this section, 
proceed as directed in § 444.70a(b) (1)
(i) through (ix) of this chapter. The con
tent of streptomycin is satisfactory if  it 
contains not less than 85 percent of the 
number of milligrams per gram of oint
ment that it is represented to contain.

(6) Dihydrostreptomycin c o n t e n t .  
Using an aliquot of the aqueous solution 
prepared in paragraph (a) (4) of this 
section, and the dihydrostreptomycin 
working standard as a standard of com
parison, proceed as directed in § 444.70a
(b )(1 ) (i) through (ix) of this chapter. 
The content of dihydrostreptomycin is 
satisfactory if it contains not less than 
85 percent of the number of milligrams 
pen gram of ointment that it is repre
sented to contain.

(b) Moisture. Proceed as directed in 
§ 540.380a(b) (2) of this chapter.
§ 536.517 Calcium chlortetracycline- 

neomycin sulfate mastitis suspension.
(a) Potency— (1) Chlortetracycline

content. Proceed as directed in § 446.10a
(b) (1) (viii) of this chapter, except 
prepare the sample as follows: Dis
charge a dose of the product com
pletely into a glass blending jar. Add 
sufficient 0.012V hydrochloric acid to give 
a total volume of 500 milliliters. Using a 
high-speed blender, blend the mixture 
for 2 to 3 minutes. Dilute an aliquot with 
O.llfcf phosphate buffer, pH 4.5, to the 
proper prescribed reference concentra
tion. The chlortetracycline content of e 
single dose is satisfactory if  it is equiva
lent to not lessrihan 90 percent and not 
more than 125 percent of the number of 
milligrams of chlortetracycline hydro
chloride that it is represented to contain.

(2) Neomycin content. Proceed as di
rected in § 444.42a (b) (1) (i) of this chap
ter. except prepare the sample as follows: 
Discharge a dose of the product com
pletely into a glass blending jar. Add 
sufficient 0.1M potassium phosphate buf
fer, pH 8.0, to give a total of 500 milli
liters. Using a high-speed blender, blend 
the mixture for 2 to 3 minutes. Dilute 
an aliquot with O.lAf potassium phos
phate buffer, pH 8.0, to the proper pre
scribed reference concentration. The 
neomycin content of a single dose is 
satisfactory if  it is not less than 90 per
cent and not more than 125 percent of 
the number of milligrams of neomycin 
that it is represented to contain.

(b) Moisture. Proceed as directed in 
§ 540.380a(b) (2) of this chapter.
§ 536.518 Bacitracin-neomycin in oil.

(a) Potency— (1) Bacitracin content. 
Proceed as directed in § 448.510a(b) (1) 
of this chapter. Its content of bacitracin 
is satisfactory if it contains not less than 
85 percent of the number of units per 
milliliter that it is represented to con
tain.

(2) Neomycin content. Prepare the 
sample as directed in § 540.380a(b) (1) of 
this chapter, except in lieu of 1 percent 
potassium phosphate buffer use 0.10 M  
potassium phosphate buffer (pH 7.8-8.0) 
and proceed as directed in § 436.517(b)
(1) of this chapter. Its content of neomy
cin is satisfactory if it contains not less 
than 85 percent of the number of milli
grams that it is represented to contain.

(b) Moisture. Proceed as directed in 
§ 540.380a(b) (2) of this chapter.

PART 539— BULK ANTIBIOTIC DRUGS 
SUBJECT TO CERTIFICATION

Subpa it A— [Reserved]
Subpart B-—Bulk Provisions for Oligosaccaride 

Antibiotic Drugs for Animal Use
Sec.
539.170 Streptomycin sulfate veterinary 

grade; dihydrostreptomycin sul
fate veterinary grade; dihydro
streptomycin hydrochloride vet
erinary grade.

Subpart C— Bulk Provisions for Tetracycline 
Antibiotic Drugs for Animal Use

539.210 Chlortetracycline hulk provisions. 
539.210a Chlortetracycline.
539.210h Chlortetracycline hisulfate.

Subpart D— Bulk Provisions for Peptide 
Antibiotics for Animal Use

539.310 Bacitracin methylene disalicylate.
Authority : Sec. 507, 59 Stat. 463 as 

amended (21 U.S.C. 357).

Subpart A— [Reserved]
Subpart B— Bulk Provisions for Oligosac

caride Antibiotic Drugs for Animal 
Use

§ 539.170 Streptomycin sulfate veteri
nary grade; dihydrostreptomycin 
sulfate veterinary grade; di'hydro- 
streptomycin hydrochloride veteri
nary grade.

(a) Requirements for certification—
(1) Standards of identity, strength, qual
ity, and purity. Streptomycin sulfate 
veterinary grade is the sulfate salt of a 
kind of streptomycin or a mixture of two 
or more such salts. Dihydrostreptomy
cin sulfate veterinary grade and dihydro
streptomycin hydrochloride veterinary 
grade are the hydrogenated sulfate or 
hydrochloride salt of a kind of strepto
mycin or a mixture of two or more such 
salts. Each such drug may contain a suit
able and harmless lubricant. Each such 
drug is so purified and dried that:

(i) Its potency is not less than 450 
micrograms per milligram.

(ii) It is nontoxic.
(iii) Its moisture content is not more 

than 14.0 percent.
(iv) Its pH in, aqueous solution of 0.2 

gram per milliliter is not less than 3.0 
and not more than 7.0.
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(v) I f  it is dihydrostreptomycin sul
fate veterinary grade or dihydrostrepto
mycin hydrochloride veterinary grade, its 
content of streptomycin is not more than 
5 percent when calculated as streptomy
cin base.

(2) Packaging. In all cases the im
mediate containers shall be tight con
tainers as defined by the U. S. P. The 
composition of the immediate container 
shall be such as will not cause any change 
in the strength, quality, or purity of the 
contents beyond any limit therefor in 
applicable standards, except that minor 
changes so caused which are normal and 
unavoidable in good packaging, storage, 
and distribution practice shall be dis
regarded.

(3) Labeling. Each package shall 
bear on its outside wrapper or container 
and the immediate container:

(i) The batch mark.
(ii) The number of milligrams of 

streptomycin or dihydrostreptomycin 
per gram and the number of grams of 
the drug in the immediate container; 
and i f  the batch contains a lubricant, the 
name of such ingredient.

(iii) The statement “Expiration
date--------------- ” , the blank being filled
in with the date which is 36 months 
after the month during which the batch 
was certified, except that the blank may 
be filled in with the date that is 48 
months or 60 months after the month 
during which the batch was certified if 
the person who requests certification has 
submitted to the Commissioner results of 
tests and assays showing that after hav
ing been stored for such period of time 
such drug as prepared by him complies 
with the standards prescribed by para
graph (a) (1) of this section.

(iv) The statement “For use only in 
the manufacture of nonsterile veterinary 
drugs” .

(4) Request for certification; samples.
(i) In addition to complying, with the 
requirements of § 431.1 of this chapter, 
a person who requests certification of a 
batch shall submit with his request a 
statement showing the batch mark, the 
number of packages of each size in the 
batch, the number of milligrams of 
streptomycin or dihydrostreptomycin 
per gram, and the total number of grams 
of streptomycin or dihydrostreptomycin 
in each package. Such request shall be 
accompanied or followed by the results 
of tests and assays made by him on the 
batch for potency, toxicity, moisture, 
pH, and streptomycin content if  it is 
dihydrostreptomycin.

(ii) Such person shall submit with his 
request an accurately representative 
sample of the batch, consisting of 6 
packages each containing approximately
1.0 gram taken from a different part of 
such batch, and each shall be packaged 
in accordance with the requirements of 
paragraph (a) (2) of this section.

(bt Tests and methods of assay— (1) 
Potency. I f  it is streptomycin sulfate 
veterinary grade, proceed as directed in 
§ 444.70a(b) (1) of this chapter. I f  it is 
dihydrostreptomycin sulfate veterinary 
grade or dihydrostreptomycin hydro
chloride veterinary grade, proceed as di
rected in § 444.70a(b) (1) (x) of this
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chapter, using the dihydrostreptomycin 
working standard as the standard of 
comparison.

(2) Toxicity. Proceed as directed in 
§ 444.70a(b) (3) of this chapter.

(3) Moisture. Using a 1-gram sam
ple, proceed as directed in § 440.80a(b) 
¿5) (i) of this chapter.

(4) pH. Proceed as directed in 
§ 444.70a(b) (6) (ii) of this chapter.

(5) Streptomycin content (if  it is di
hydrostreptomycin) .  Proceed as directed 
in § 444.10a(b) (2) of this chapter.
Subpart C— Bulk Provisions for Tetra

cycline Antibiotic Drugs for Animal
Use

§ 539.210 Chlortetracycline bulk provi
sions.

§ 539.210a Chlortetracycline.
(a ) Requirements for certification—

(1) Standards of identity, strength; 
quality, and purity. Chlortetracycline 
is a golden-yellow crystalline powder 
with the chemical structure 7-chloro-4- 
dimethylamino - 1,4,4a,5,5a,6,11,12a - oc- 
tahydro - 3,6,10,12,12a - pentaliydroxy- 
6-methyl - l,ll-dioxo-2 - naphthacene- 
carboxamide. It  is so purified and dried 
that:

(1) Its potency is equivalent to not 
less than 968 micrograms of Chlortetra
cycline hydrochloride per milligram 
when calculated on an anhydrous basis.

(ii) It  passes the toxicity test.
(iii) Its moisture content is not more 

than 5.0 percent.
. (iv) Its pH in an aqueous solution con

taining 10 milligrams per milliliter is not 
less than 4.0 and not piore than 7.0.

(v) Its absorptivity at 445 m^ is
107.2 ±4.0 percent of the Chlortetracy
cline hydrochloride working standard 
similarly treated and both calculated on 
the anhydrous basis.

(2) Packaging. In all cases the im
mediate containers shall be tight con
tainers as defined by the U.S.P., and 
shall be of such composition as will not 
cause any change in the strength, qual
ity, or purity of the contents beyond 
any limits therefor in applicable stand
ards, except that minor changes so 
caused that are normal and unavoidable 
in good packaging, storage, and distribu
tion practice shall be disregarded

(3) Labeling. Each package of Chlor
tetracycline shall bear on its outside 
wrapper or container and the immedi
ate container, as hereinafter indicated, 
the following:

(i) The batch mark.
(ii) The number of micrograms of 

Chlortetracycline hydrochloride equiva
lent per milligram and the total number 
of grams in the immediate container.

(iii) The statement “Expiration date
--------------- ” , the blank being filled in
with the date that is 12 months after the 
month during which it was certified.

(iv) The statement “For use only in 
the manufacture of nonsterile veterinary 
drugs” .

(v) The statement ‘.‘Caution: Federal 
law prohibits dispensing without pre
scription” .

(4) Request for certification, check 
tests and assays; samples, (i) In addi

tion to complying with the requirements 
of § 431.1 of this chapter, a person who 
requests certification of a batch shall 
submit with his request a statement 
showing the batch mark, the number of 
packages of each size in the batch and 
(tinless it was previously submitted) the 
date on which the latest assay of the 
drug comprising the batch was com
pleted. Such request shall be accom
panied or followed by results of tests and 
assays made by him on the batch for 
potency, toxicity, moisture, pH, crytal- 
linity, and absorptivity.

(ii) Such person shall submit with 
his request an accurately representative 
sample of the batch consisting of 10 
packages, each containing approximately 
300 milligrams taken from a different 
part of such batch and each packaged in 
accordance with the requirements of 
paragraph (a) (2) of this section.

(iii) In connection with contemplated 
requests for certification of batches of 
another drug in the manufacture of 
which Chlortetracycline is to be used, the 
manufacturer of the batch that is to be 
so used may request the Commissioner 
to make check tests and assays on a 
sample of such batch taken as prescribed 
by paragraph (a )(4 ) (ii) of this sec
tion. From the information required by 
paragraph (a) (4) (i) of this section may 
be omitted results of tests and assays not 
required for the batch when used in such 
other drug. The Commissioner shall 
report to such manufacturer the results 
of such check tests and assays as are so 
requested.

(b) Tests and methods of assay— (1) 
Potency. Proceed as directed in § 446.10a
(b )(1 ) of this chapter.

(2) Toxicity. Proceed as directed in 
§ 440.80a(b) (4) of this chapter, using as 
a test dose 0.5 milliliter of an aqueous 
solution containing the equivalent of 2.0 
miligrams of Chlortetracycline hydro
chloride per milliliter, prepared by dis
solving approximately 40 milligrams of 
the sample in 2.0 milliliters of 0.17V hy
drochloric acid and diluting with the 
required amount of water.

(3) Moisture. Proceed as directed in 
§ 440.74a (b) (5) of this chapter.

(4) pH. Proceed as directed in 
§ 440.80a(b) (5) (ii) of this chapter, using 
an aqueous solution containing 10 milli
grams per milliliter.

(5) Microscopical test for crystallinity. 
Mount a few particles of the sample in 
mineral oil and examine by means of a 
polarizing miscroscope. The particles 
reveal the phenomena of birefringence 
and extinction positions on revolving the 
microscope stage.

(6) Absorptivity— (i) Reagents— (a) 
Hydrochloric acid. 57V and 17V aqueous 
solutions.

(b) Sodium bisulfite. 10 grams per 
100 milliliters of water. This reagent 
must be freshly prepared.

(c) Buffer solution, pH 7.5. 178
grams of anhydrous KJHPÖ4 and 22 
grams of anhydrous KHjPÖ« per liter of 
water. Filter the solution before using.

(d) Stock standard solution. Weigh 
exactly 100.0 m illigram s o f Chlortetra
cycline hydrochloride working standard  
and transfer to a 100-m illiliter volum et-
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ric flask. Dilute to mark with water 
and mix well. Store to refrigerator (5°
C. to 8° C.) in an amber bottle. The 
solution is stable and may be used for 
1 week.

(e) Working standard solution. Pipet
10.0 milliliters of the stock standard solu
tion into a 100-milliliter volumetric 
flask. Dilute to mark with water and 
mix well. Each milliliter contains 0.1 
milligram of Chlortetracycline hydro
chloride. (Prepare just before using.)

(ii) Preparation of sample. Weigh 
accurately about 100 milligrams of sam
ple and transfer ̂ to a 1-liter volumetric 
flask with the aid of water. Add 10 mil
liliters of IN  hydrochloric acid and 100 
millililters o f water. Mix until solution 
is complete. Make to mark with water 
and mix thoroughly.

(iii) Procedure. (a) Pipet two 10.0- 
milliliter portions of the final dilution of 
the sample into each of two 50-milliliter 
volumetric flask, referred to to para
graph (b) (6) (iii) of this section as sam
ple and samplg^blank, respectively.

(b) Pipet two 10.0-milliliter portions of 
the working standard into each of two 50- 
milliliter volumetric flasks, referred to to 
paragraph Ob) (6) (iii) of this section as

standard and standard blank, respec
tively.

(c) To the sample and the standard 
add to this order: 12 milliliters of 5N  
hydrochloric acid; 15 milliliters of buffer 
solution, pH 7.5; and 2 milliliters of 
sodium bisulfite solution. Suspend to a 
boiling water bath for exactly 7 minutes, 
and swirl occasionally. (It  is essential 
that the water boils throughout the en
tire heating period.)

(d) To the sample blank and stand
ard blank, add 15 milliliters of buffer 
solution, pH, 7.5, and 2 milliliters of sodi
um bisulfite solution. Suspend in a 
boiling water bath for 5 minutes with 
occasional swirling. After exactly 5 
minutes has elapsed add 12 milliliters of 
5 N  hydrochloric acid and heat for an 
additional 2 minutes.

(e) After the completion of the heat 
treatment, immediately cool all the 
flasks under tap water. Fill each flask 
to mark with water and mix well.

(/) Read the absorbances of the 
standard and sample against their re
spective blanks at a wavelength o f 445 
mu in a suitable spectrophotometer.

(iv) Calculation.

(A445 sample) (0.02) (1000) (50) (100) (100)
(A445 standard) (sample wt. In mg.) (10) (100-percent moisture in sample) 

=percent of absorptivity compared to the Chlortetracycline hydrochloride working standard

§ 539.210b Chlortetracycline bisulfate.
*(a) Requirements for certification—

(1) Standards of identity, strength, 
quality, and purity. Chlortetracycline 
bisulfate is the crystalline acid-sulfate 
salt of Chlortetracycline, containing 
butyl alcohol bound to or complexed with 
it. It  is so purified and dried that :

(1) Its potency is equivalent to not 
less than 760 micrograms of Chlortetra
cycline hydrochloride per milligram 
when corrected for the moisture and 
butyl alcohol content.

(ii) It  is nontoxic.
(iii) Its moisture content is not more 

than 2.0 percent.
. (iv) Its butyl alcohol content is not 
more than 15 percent.

(v ) Its sulfate content is not less than 
15 percent when corrected for moisture 
and butyl alcohol content.

(vi) Its absorptivity, when corrected 
for its moisture and butyl alcohol con
tent, is 89 percent ±6  percent of that 
of the Chlortetracycline hydrochloride 
working standard similarly treated and 
calculated on the anhydrous basis.

(2) Packaging. In all cases, the im
mediate containers shall be tight con
tainers as defined by the U.S.P. The 
composition of the immediate container 
shall be such as will not cause any change 
to the strength, quality, or purity of the 
contents beyond any limit therefor in 
applicable standards, except that minor 
changes so caused that are normal and 
unavoidable in good packaging, storage, 
and distribution practice shall be 
disregarded.

(3) Labeling. Each package shall 
bear on its outside wrapper or container 
and the immediate container:

(i) The batch mark.
(ii) The number of milligrams of 

Chlortetracycline hydrochloride equiva
lent per gram and the number of grams 
in the immediate container.

(iii) The statement “Expiration date
----------------” , the blank being filled in
with the date that is 48 months after the 
month during which the batch was cer
tified.

(iv) The statement “For use only in 
the manufacture of nonsterile veterinary 
drugs” .

(4) Request for certification; samples.
(i) In addition to complying with the 
requirements of § 431.1 of this chapter, a 
person who requests certification of a 
batch shall submit with his request a 
statement showing the batch mark, the 
number of packages o f each size to the 
batch, the number of milligrams of 
Chlortetracycline hydrochloride equiva
lent per gram, and the total number of 
grams to each package. Such request 
shall be accompanied or followed by the 
results of tests and assays made by him 
on the batch for potency, toxicity, mois
ture, butyl alcohol content, sulfate con
tent, absorptivity, and crystallinity.

(ii) Such person shall submit with his 
request an accurately representative 
sample of the batch, consisting of 10 
packages each containing approximately 
0.5 gram taken from a different part of 
such batch, and each shall be packaged 
in accordance with the requirements of 
paragraph (a) (2) of this section.

(b) Tests and Methods of assay— (1) 
Potency. Using a 3.0-gram sample, 
proceed as directed in § 446.10a(b) (1) of 
this chapter, except § 446.10a(b) (1) (ix) 
of this chapter.

(2) Toxicity. Proceed as directed in 
§ 440.80a(b) (4) of this chapter, using as 
a test dose 0.4 milliliter of an equeous 
solution containing 2 milligrams of 
chlortetracycline hydrochloride equiva
lent per milliliter.

(3) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.

(4) Butyl alcohol content— (i) Ceric 
nitrate reagents Dissolve 20 grams of 
ceric ammonium nitrate ((NH^iCe 
(N 0 »)8*2H20 ) to 4 M  HNO, and make up 
to 100 milliliters with 4 M  HNO,.

(ii) Sample. Accurately weigh an 
amount of sample calculated to contain 
approximately 30 milligrams of butyl 
alcohol and transfer it to a 50-mllllliter 
round-bottom distillation flask. Dissolve 
the sample in 25 milliliters of distilled 
water, add a small amount of antifoam 
agent, and connect to a condenser termi
nating to an adapter. The end of the 
adapter is inserted deep into a 25-milli
liter graduated cylinder, which stands 
in an ice water bath. Distill slowly un
til 7 to 8 milliliters have collected. Warm 
the distillate to room temperature, trans
fer to a 10-milliliter volumetric flask, 
using not more than 1 milliliter of water 
to rinse out the graduate, and make up 
to 10 milliliters. Pipette 5 milliliters of 
this into a test tube, add 2 milliliters of 
the ceric nitrate reagent, and mix.

(iii) Standard. Prepare a standard 
made by diluting 3 milliliters of reagent 
grade n-butyl alcohol with about 800 
milliliters of distilled water in a 1,000- 
milliliter volumetric flask, shaking until 
solution is complete, then diluting to the 
mark with water. Use 5 milliliters of 
this plus 2 milliliters of ceric nitrate 
reagent as the standard.

(iv) Blank solution. Prepare a blank 
made by mixing 5 milliliters of distilled 
water with 2 milliliters of the ceric ni
trate reagent.

(v) Procedure. Use a suitable spec
trophotometer and 1-centimeter cells. 
Adjust the instrument to zero absorbance 
with the blank solution. Immediately 
read the absorbancies of the sample and 
the standard at 475 millimicrons. Cal
culate the percent butyl alcohol as 
follows:
Percent butyl alcohol

_ A  sam pleXO .OOSX 10X0.81X100 
A  sta n d a rd xO .9 8 xt0  *

Where:
A sam p le  Is  th e  ab so rb ance o f th e  sam p le 

a t 475 m illim ic ro n s ;
A  sta n d a rd  Is  th e  ab so rb ance o f th e  b u ty l 

a lco h o l sta n d a rd  co n ta in in g  0.003 m llll-  
U te r /m llllllte r ;

to Is  th e  w e ig h t o f sam p le  In  g ram s;
0.81 Is the density of butyl alcohol;
T h e  fa c to r 0.98 co rre c ts fo r In co m p le te  re 

co ve ry  o f b u ty l a lco h o l In  th e  
ste p .

(5) Percent sulfate. Transfer an ac
curately weighed sample of approxi
mately 1.0 gram to a 250-milliliter 
beaker. Add about 100 milliliters of 
distilled water and stir to dissolve. Neu
tralize the solution to litmus paper with 
1:1 ammonium hydroxide, and warm. 
I f  precipitation occurs, filter and wash 
the filter paper with warm water. Neu
tralize the filtrate to litmus with 1:1 
HC1 and add 4 milliliters excess. Bring
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the solution to a boil and add, with con
stant stirring, sufficient boiling 10 per
cent barium chloride solution to precipi
tate all the sulfate, and a slight excess. 
Digest on a steam bath for 1 hour. Filter 
through "Whatman No. 40 filter paper or 
equivalent. Wash the precipitate with 
hot water until the washings give no test 
for chloride with 0.1 N  silver nitrate solu
tion. Transfer the filter paper and pre
cipitate to a tared porcelain crucible. 
Dry over a low flame; then carefully 
bum off the filter paper. Finally, heat 
strongly but do not blast. Cool the 
crucible and weight. After subtracting 
the weight of the crucible, the residue is 
barium sulfate. By use of the following 
formula, calculate the percent sulfate in 
sample.
Weight BaSO4X0.4115X100 
------ Welght of  sample------ p e rcen t sulfate.

(6) Absorptivity. Accurately weigh ap
proximately 100 milligrams of the sam
ple and place in a 100-milliliter volu
metric flask. Dissolve the sample in ap
proximately 40 milliliters of distilled 
water by mixing thoroughly. Dilute to 
exactly 100 milliliters with distilled 
water and mix thoroughly. Transfer a
10.0 milliliter aliquot of this solution to 
a 250-milliliter volumetric flask, dilute to 
mark with 0.1 N  hydrochloric acid, and 
mix thoroughly. Determine the ab
sorbance of the solution at 368 millimi
crons compared with distilled water as 
a blank. Use a suitable spectropho
tometer for the absorbance measure
ments.
Absorptivity (1%, 1 cm.)

Absorbance at 368 m/xX2,500X10 
“ Weight of sample In milligrams 

X(100—Hi—B)
Where:

Hf=percent moisture In the sample;
B=percent butyl alcohol In the sample.

(7) Crystallinity. Proceed as directed 
in § 440.80a(b) (5) (iii) of this chapter.
Subpart D— Bulk Provisions for Peptide 

Antibiotics for Animal Use
§ 539.310 Bacitracin methylene disa

licylate.
(a) Requirements for certification—

(1) Standards of identity, strength, 
quality, and purity. Bacitracin methyl
ene disalicylate is the methylene di- 
salicylate salt of a kind of bacitracin. 
I t  is so purified and dried that:

(1) Its potency is not less than 14 
units per milligram on an anhydrous 
basis.

(ii) It  is nontoxic.
(iii) Its moisture content is not more 

than 7 percent.
(iv) Its pH in a saturated aqueous so

lution is not less than 3.5 and not more 
than 5.0.

(2) Packaging. In all cases the im
mediate containers shall be tight con
tainers as defined by the U. S, P. The 
composition of the immediate containers 
shall be such as will not cause any 
change in the strength, quality, or purity 
of the contents beyond any limit there
for in applicable standards, except that 
minor changes so caused which are nor
mal and unavoidable in good packaging,

storage, and distribution practice shall 
be disregarded.

(3) Labeling. Each package of bac
itracin methylene disalicylate shall bear 
on its label or labeling, as hereinafter 
indicated, the following:

(i) On the outside wrapper or con
tainer and the immediate container:

(a) The batch mark.
(b) The number of units of bacitra

cin per gram, the number of grams of 
bacitracin activity per pound, and the 
weight of the drug in the immediate 
container.

(c) The statement “Expiration date
____________ ”, the blank being filled in
with the date which is 24 months after 
the month during which the batch was 
certified, except that the blank may be 
filled in with the date which is 36 
months or 48 months after the month 
during which the batch was certified if 
the person who requests certification 
has submitted to the Commissioner re
sults of tests and assays showing that 
such drug as prepared by him is stable 
for such period of time.

(d) The statement “For veterinary 
use only” .

(ii) On the circular or other labeling 
within or attached to the package:

(a) Adequate directions and warnings 
for the veterinary use of the drug by the 
laity.

(b) I f  it is intended for use in animals 
raised for food production, labeling in 
accordance with the requirements of 
regulations in Part 121 of this chapter 
and this Subchapter E.

(4) Request for certification; samples.
(i) In addition to complying with the 

requirements of § 431.1 of this chapter, 
a person who requests certification of a 
batch shall submit with his request a 
statement showing the batch mark, 
the number of packages of each size 
in the batch, the number of units of 
bacitracin activity per gram, and the 
number of grams of bacitracin activity 
per pound. Such request shall be ac
companied or followed by the results of 
tests and assays made by him on the 
batch for potency, toxicity, moisture, 
and pH.

(ii) Such person shall submit with his 
request an accurately representative 
sample of the batch, consisting of 5 
packages each containing approximately 
5 grams taken from a different part of 
such batch, and each shall be packaged 
in accordance with the requirements of 
paragraph (b) of this section.

(b) Tests and Methods of assay— (1) 
Potency. Proceed as directed in § 448.- 
10a(b) (1) ( i ) , except in lieu of the direc
tions for preparing the sample in 
§ 448.10a(b) (1) (i) (b) of this chapter 
prepare the sample as follows; Place an 
accurately weighed sample of approxi
mately 1 gram in a blending jar, add 99 
milliliters of an aqueous solution of
2-percent sodium bicarbonate and 1 
milliliter of polysorbate 80 and blend for 
3 minutes in a high-speed blender. Allow 
the foam to subside, remove an aliquot of 
the solution, and dilute to 1 unit per 
milliliter with 1-percent phosphate 
buffer.

(2) Toxicity. Proceed as directed in 
§ 436.33 of this chapter.

(3) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.

(4) pH. Proceed as directed in 
§ 440.80a(b) (5) (ii) o f this chapter, using 
a saturated aqueous solution contain
ing approximately 50 milligrams per 
milliliter.

PART 540— PENICILLIN ANTIBIOTIC 
DRUGS FOR ANIMAL USE 
Subpart A— Oral Dosage Forms

Sec.
540.105 Ampicillin capsules.
540.107 Ampicillin trihydrate oral dosage 

forms.
540.107a Ampicillin trihydrate tablets. 
540.107b Ampicillin trihydrate capsules. 
540.107c Ampicillin trihydrate for oral sus

pension.
540.107d Ampicillin trihydrate soluble pow

der.
540.107e Ampicillin trihydrate boluses. * 
540.114 Benzathine cloxacUlin.
540.114a Sterile benzathine cloxacillin. 
540.119 Sodium dicloxacillin monohydrate 

capsules.
540.129 Potassium hetacillin oral dosage 

forms.
540,129a Potassium hetacillin tablets. 
540.129b Potassium hetacillin capsules. 
540,129c Potassium hetacillin oral suspen

sion.
540.153 Aluminum peniciUin tablets.
540.155 Benzathine penicillin G  oral sus

pension, benzathine ̂ penicillin G  
for oral suspension (benzathine 
penicillin G powder).

540.160 Dibenzylamine penicillin and potas
sium penicillin powder, buffered. 

540.163 Ephedrine penicillin tablets.
540.166 Hydrabamine penicillin G oral sus

pension.
540.173 Potassium phenoxymethyl penicillin

'roral dosage forms.
540.173a Potassium phenoxymethyl penicillin 

for oral solution; potassium phen
oxymethyl penicillin for oral solu
tion.

540.173b Penicillin tablets.
540.174 Procaine penicillin oral dosage

forms.
540.174a Buffered penicillin powder, penicilf 

lin powder with buffered diluent. 
540.174b Penicillin streptomycin powder;

penicillin dihydrostreptomycin 
powder.

540.174c Procaine penicillin in oil capsules.
540.180 Penicillin oral dosage forms. 
540.180a Penicillin and novobiocin capsules. 
540.180b Penicillin-streptomycin tablets;

penicillin - dihydrostreptomycin 
tablets.

540.181 Crystalline penicillin oral dosage
forms.

540.181a Crystalline penicillin G  oral suspen
sion; crystalline penicillin G  
sodium oral suspension; potas
sium penicillin G oral suspension. 

540.181b Potassium penicillin G  in drinking 
water.

Subpart B— Implantation or Injectable Dosage 
Forms

540.207 Sterile ampiclllin trihydrate im
plantation and injectable dosage 
forms.

540.207a Sterile ampicillin trihydrate sus
pension.

540.207b Sterile ampicillin trihydrate for 
suspension.

540.250 Penicillin-streptomycin; penicillin- 
dihydrostreptomycin.

540.253 Aluminum penicillin in oil.
540.255 Benzathine penicillin G  implanta

tion and injectable dosage forms.
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Sec.
540.255a Benzathine penicillin G  suspension.

' 540.255b Benzathine penicillin G  in oil.
540.255c Sterile benzathine penicillin G  and 

procaine penicillin G  for aqueous 
injection.

540.259 Chloroprocaine penicillin O for
aqueous injection.

540.260 Dibenzylamlne penicillin and strep
tomycin in oil; dibenzylamlne 
penicillin and dihydrostrep
tomycin in oil.

540.261 Diethylaminoethyl ester penicillin
G  hydriodide for aqueous injec
tion (penicillin G  diethylamino
ethyl ester hydriodide for aqueous 
injection).

540.265 Z-Ephenamine penicillin G  im
plantation and injectable dosage 
forms, 
water.

540.265a Z-Ephenamine penicillin G  in oil.
540.265b Z-Ephenamine penicillin G  for 

aqueous injection.
540.274 Procaine penicillin G  implantation 

and injectable dosage forms.
540.274a Procaine penicillin for aqueous in

jection.
540.274b Procaine penicillin G  aqueous sus

pension.
540.274c Procaine penicillin G  in oil.
540.274d Procaine penicillin in streptomycin 

sulfate solution; procaine penicil
lin in dihydrostreptomycin sul
fate solution.

540.274e Procaine penicillin and streptomy
cin in oil; procaine penicillin and 
dihydrostreptomycin in oil.

540.274f Penicillin and dihydrostreptomycin- 
Streptomycin sulfates; procaine 
penicillin in dihydrostreptomy- 
cin-streptomycin sulfates solu
tion.

540.280 Sodium penicillin (penicillin sodi
um, penicillin sodium salt), cal
cium penicillin (penicillin calci
um, penicillin calcium salt), crys
talline penicillin (crystalline pen
icillin sodium, crystalline penicil
lin sodium salt, crystalline peni
cillin potassium, crystalline peni
cillin potassium salt, crystalline 
penicilln G  sodium, crystalline 
penicillin G sodium salt, crystal
line penicillin G  potassium, crys
talline penicillin G  potassium 
salt, crystalline penicillin O sodi
um, crystalline penicillin O so
dium salt, crystalline penicillin O 
potassium, crystalline penicillin O 
potassium salt).

540.281 Crystalline penicillin implantation
and injectable dosage forms.

540.281a Crystalline penicillin and epine
phrine in oil.

540.281b Buffered crystalline penicillin.
Subpart C— Ophthalmic and Topical Dosage 

Forms
540.380 Penicillin ophthalmic and topical 

dosage forms.
540.380a Penicillin ointment.
540.380b Procaine penicillin-neomycin-poly- 

myxin in oil; procaine penicillin- 
neomycin-polymyxin ointment.
Subparts D-G [Reserved]

Subpart H-—Intramammary Dosage Forms
540.814 Benzathine cloxacillin for intra

mammary infusion.
540.814a Sterile benzathine cloxacillin for 

intramammary infusion.
540.829 Potassium hetacillin intramammary 

infusion.
540.874 Procaine penicillin G  intramam

mary dosage forms.
540.874a Procaine penicillin G  in oil.
540.874b Procaine penicillin G-sodium novo

biocin in oil.

Sec.
540.87,4c Procaine penicillin G-neomycin in 

oil.
540.874d Procaine penicillin and streptomy

cin in oil; procaine penicillin and 
dihydrostreptomycin in oil. 

540.874e Procaine- pencillin and dihydro
streptomycin in oil.

540.874f Procaine penicillin G-novobiocin 
for Intramammary infusion. 

540.881 Crystalline penicillin-streptomycin- 
polymyxin - oxytetracycline - car- 
bomycin powder; crystalline peni
cillin - dihydrostreptomycin-poly
myxin - oxytetracycline-carbomy- 
cin powder.

Authority : Secs. 507, 512, 59 Stat. 463 as 
amended, 82 Stat. 343-351 (21 C.S.C. 360b, 
357), unless otherwise noted.

Subpart A— Oral Dosage Forms
§ 540.105 Ampicillin capsules.

(a) Requirements for certification—
(1) Standards of identity, strength, qual
ity, and purity. Ampicillin capsules are 
composed of ampicillin with or without 
one or more buffer substances, diluents, 
binders, lubricants, vegetable oils, color
ings, and flavorings, enclosed in a gelatin 
capsule. Each capsule contains 125 milli
grams or 250 milligrams of ampicillin. Its 
potency is satisfactory if it is not less 
than 90 percent and not more than 120 
percent of the number of milligrams of 
ampicillin that it is represented to con
tain. The loss on drying is not more 
than 4.0 percent. The ampicillin used 
conforms to the standards prescribed by 
§ 440.5(a) (1) o f this chapter.

(2) Labeling. It  shall be labeled in ac
cordance with the requirements of 
paragraph .(c) of this section and § 510.55 
of this chapter.

(3) Requests for certification; sam
ples. In addition to complying with the 
requirements of § 514.50 o f this chapter, 
each such request shall contain;

(i) Results of tests and assays on;
(a) The ampicillin used in making the 

batch for potency, safety, loss on drying, 
pH, ampicillin content, concordance, 
crystallinity, and identity.

(b) The batch for potency and loss 
on drying.

(ii) Samples required:
(a) The ampicillin used in making the 

batch: 10 packages, each containing ap
proximately 300 milligrams.

(b) The batch: A minimum of 30 
capsules.

(b) Tests and methods of assay— (1) 
Potency. Assay for potency by either of 
the following methods; however, the re
sults obtained from the microbiological 
agar diffusion assay shall be conclusive.

(i) Microbiological agar diffusion 
assay. Proceed as directed In § 436.105 of 
this chapter, preparing the sample for 
assay as follows: Place a representative 
number of capsules into a high-speed 
glass blender jar with sufficient 0.1M 
potassium phosphate buffer, { pH 8.0 
(solution 3), to give a convenient con
centration. Blend for 3 to 5 minutes. Re
move an aliquot and further dilute with 
solution 3 to the reference concentration 
of 0.1 microgram of ampicillin per milli
liter (estimated).

(ii) lodometric assay. Proceed as di
rected in § 436.204 of this chapter, pre
paring the sample as follows: Place the

contents of a representative number of 
capsules into a high-speed glass blender 
jar, and add sufficient distilled water to 
give a convenient concentration. Blend 3 
to 5 minutes. Filter through Whatman 
No. 2 filter paper. Further dilute an ali
quot of the filtrate with distilled water to 
the prescribed concentration.

(2) Loss on drying. Proceed as directed 
in § 436.200(a) of this chapter.

(c) Conditions op marketing— (1) 
Specifications. The drug conforms to the 
certification requirements of paragraph
(a) of this section.

(2) Sponsor. See No. 000008 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (I) The drug is 
administered orally as follows :

(a) To dogs:
(1) In the treatment of urinary tract 

infections (cystitis) due to Proteus spp., 
hemolytic and non-hemolytic streptococ
ci, beta hemolytic streptococci and E. coli.

(2) In upper respiratory tract infec
tions tracheobronchitis (kennel cough), 
tonsillitis due to alpha and beta hemo
lytic streptococci, hemolytic positive 
Staphylococci, E. coli and Proteus spp.

(3) In infections associated with 
abscesses,lacerations, and wounds due to 
Staphylococcus spp. and Streptococcus 
spp.

(b) To cats:
(1) In respiratory tract infections 

(bacterial pneumonia) due to alpha and 
beta hemolytic streptococci, hemolytic 
positive staphylococci, E. coli, and Pro
teus spp.

(2) In infections associated with 
abscesses, lacerations, and wounds due to 
Staphylococcus spp. and Streptococcus 
spp.

(ii) Dosage is recommended as follows :
(a) In dogs 5 to 10 milligrams per 

pound of body weight, e.g., one 125 milli
gram capsule per 14 to 25 pounds, given 
2 to 4 times daily; for those weighing 6 
to 14 pounds, one capsule twice daily 
is suggested.

(b) In cats, 125 milligrams twice 
daily; in more acute conditions three 
times daily.

(iff) Bactériologie studies to determine 
the causative organisms and their 
susceptibility to ampicillin should be 
performed.

(iv) Use of the drug is contraindicated 
in animals with a history of an allergic 
reaction to any of the penicillins. Ampi
cillin is contraindicated in infections 
caused by penicillinase-producing or
ganisms.

(v) Not for use in animals which are 
raised for food production.

(vi) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 540.107 Ampicillin trihydrate ora l  

dosage forms.
§ 540.107a Ampicillin trihydrate tab

lets.
(a) Requirements for certification—

(1) Standards of identity, strength, 
quality, and purity. Ampicillin trihyrate 
tablets are composed of ampicillin tri
hydrate with suitable binders, fillers, lu
bricants, expanders, coloring, and flavor
ing. Each tablet contains 50 or 100 milli-
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grams of ampicillin. Its potency is satis
factory if it is not less than 90 percent 
and not more than 120 percent of the 
number of milligrams of ampicillin that 
it is represented to contain. Its loss on 
drying is not more than 10 percent. The 
tablets disintegrate within 30 minutes. 
The ampicillin trihydrate used conforms 
to the standards prescribed by § 440.7 of 
this chapter. Each other ingredient used, 
if its name is recognized in the U.S.P. or
N.P., conforms to the standards pre
scribed therefor by such official com
pendium.

(2) Packaging. It  shall be packaged in 
accordance with the requirements of 
§ 510.45 of this chapter.

(3) Labeling. It  shall be labeled in 
accordance with the requirements of 
paragraph (c) of this section and § 510.55 
of this chapter, and shall, in addition, be 
labeled “veterinary ampicillin tablets” .

(4) Requests for certification; sam
ples. In addition to complying with the 
requirements of § 514.50 of this chapter, 
each such request shall contain:

(i) Results of tests and assays on:
(a) The ampicillin trihydrate used in 

making the batch for potency, toxicity, 
moisture, pH, ampicillin content, con
cordance, crystallinity, and identity.

(b) The batch for potency, loss on 
drying, and disintegration time.

(ii) Samples required:
(a) The ampicillin trihydrate used in 

making the batch: 10 containers, each 
containing not less than 300 milligrams.

(b) The batch: A minimum of 36 
tablets.

(b) Tests and methods of assay— (1) 
Potency. Use either of the following 
methods; however, the results obtained 
from the microbiological agar diffusion 
assay shall be conclusive:

(1) Microbiological agar diffusion as
say. Proceed as directed in § 436.105 of 
this chapter, preparing the sample for 
assay as follows: Place a representative 
number of tablets into a high-speed glass 
blender jar with sufficient O.lflf potas
sium phosphate buffer, pH 8.0 (solution 
3), to give a stock solution of convenient 
concentration. Blefid for 3 to 5 minutes. 
Further dilute an aliquot of the stock 
solution with solution 3 to the reference 
concentration of 0.1 microgram of ampi
cillin per milliliter (estimated).

(ii) Iodometric assay. Proceed as di
rected in § 436.204 of this chapter, pre
paring the sample solution as follows:' 
Place a representative number of tablets 
into a high-speed glass blender jar with 
sufficient distilled water to give a stock 
solution of convenient concentration. 
Blend for 3 minutes. Further dilute an 
aliquot of the stock solution with dis
tilled water to give the prescribed 
concentration.

(2) Loss on drying. Proceed as di
rected in § 436.200(a) of this chapter.

(3) Disintegration time. Proceed as 
directed in § 436.212 of this chapter us
ing the procedure described in para
graph (e) (1) of that section.

(c) Conditions of marketing— (1) 
Specifications. The drug contains ampi
cillin as ampicillin trihydrate and con

forms to the certification requirements 
of paragraph (a) o f this section.

(2) Sponsor. See No. 000029 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
administered orally for treatment of in
fections associated with abscesses, lac
erations, and wounds caused by Staphy
lococcus spp. and Streptococcus spp. in 
dogs.

(ii) Dosage is recommended at 5 mg 
per pound of body weight, at 8-hour in
tervals 1 to 2 hours prior to feeding. 
Treatment should be continued for 36 to 
48 horns after all symptoms have sub
sided.

(iii) It  is not for use in animals which 
have shown hypersensitivity to penicillin 
or for infections caused by penicillinase- 
producing organisms.

(iv) It  is not for use in animals which 
are raised for food production.

(v) Federal law restricts this drug to 
use by or on the order of a licensed vet
erinarian.
§ 540.107b Ampicillin trihydrate cap

sules.
(a) Requirements for certification—

(1) Standards of identity, strength, 
quality, and purity. Ampicillin trihy
drate capsules are composed o f ampi
cillin trihydrate with or without one or 
more diluents, binders, or lubricants, en
closed in a gelatin capsule. Each capsule 
contains ampicillin trihydrate equivalent 
to 125, 250, or 500 milligrams of ampi
cillin. Its potency is satisfactory if it is 
not less than 90 percent and not more 
than 120 percent of the number of milli
grams of ampicillin that it is represented 
to contain. Its loss on drying is not less 
than 10 percent and not more than 15 
percent. The ampicillin trihydrate used 
conforms to the standards prescribed by 
§ 440.7(a) (1) of this chapter.

(2) Labeling. It  shall be labeled in ac
cordance with the requirements of 
paragraph (c) of this section and § 510.55 
of this chapter, and, in addition, this drug 
shall be labeled “ampicillin capsules, 
veterinary.”

(3) Requests for certification; samples. 
In addition to complying with the re
quirements of § 514.50 of this chapter, 
each such request shall contain:

(i) Results of tests and assays on:
(a) The ampicillin trihydrate used in

making the batch for potency, safety, 
loss on drying, pH, ampicillin content, 
concordance, crystallinity, and identity.

(5) The batch for potency and loss on 
drying.

(ii) Samples required:
(a) The ampicillin trihydrate used in 

making the batch: 10 packages, each 
containing approximately 300 milli
grams.

(b ) The batch: A minimum of 30 cap
sules.

(b) Tests and methods of assay— (1) 
Potency. Assay for potency by either of 
the following methods; however, the re
sults obtained from the microbiological 
agar diffusion assay shall be conclusive.

(i) Microbiological agar diffusion as
say. Proceed as directed in § 436.105 of

this chapter, preparing the sample for 
assay as follows: Place a representative 
number of capsules into a high-speed 
glass blender jar with sufficient 0.1 M  po
tassium phosphate buffer, pH 8.0 (solu
tion 3), to give a convenient concentra
tion. Blend for 3 to 5 minutes. Remove 
an aliquot and further dilute with solu
tion 3 to the reference concentration of
0.1 microgram of ampicillin per millili
ter (estimated).

(ii) Iodometric assay. Proceed as di
rected in § 436.204 of this chapter, pre
paring the sample as follows: Place the 
contents of a representative number of 
capsules into a blending jar and add 
sufficient distilled water to give a stock 
solution of convenient concentration. 
Blend for 3 minutes. Filter through 
Whatman No. 2 filter paper. Further 
dilute an aliquot o f the filtrate with dis
tilled water to the prescribed concentra
tion.

(2) Loss on drying. Proceed as directed 
in § 436.200(a) of this chapter.

(c) Conditions of marketing— (1) 
Specifications. The drug is in capsule 
form and conforms to the certification 
requirements of paragraph (a) of this 
section.

(2) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It  is used in 
dogs as follows:

(a) It is administered as a treatment 
against strains of gram-negative and 
gram-positive organisms sensitive to am
picillin and associated with respiratory 
tract infections (tracheobronchitis and 
tonsillitis); urinary tract infections 
(cystitis); bacterial gastroenteritis; gen
eralized infections (septicemia) associ
ated with abscesses, lacerations, and 
wounds; and bacterial dermatitis.

(b) Administer 5 to 10 milligrams per 
pound of body weight two or three times 
daily. In severe or acute conditions, 10 
milligrams per pound of body weight 
should be given three times daily. Dosage 
should be administered 1 to 2 hours prior 
to feeding.

(ii) It  is used in cats as follows:
(a) It is administered as a treatment 

against strains of gram-negative and 
gram-positive organisms sensitive to am
picillin and associated with respiratory 
tract infections (bacterial pneumonia); 
urinary tract infections (cystitis); and 
generalized infections (septicemia) as
sociated with abscesses, lacerations, and 
wounds.

(b) Administer 10 to 30 milligrams 
per pound of body weight two or three 
times daily. Dosage should be adminis
tered 1 to 2 hours prior to feeding.

(iii) The drug may be given as an 
emergency measure; however, in vitro 
sensitivity tests on samples collected 
prior to treatment should be made. Am
picillin is contraindicated for use in 
infections caused by penicillinase- 
producing organisms and for use in dogs 
and cats known to be allergic to any of 
the penicillins. It  is also not to be used 
in animals raised for food production.

(iv) For use only by or on the order 
of a licensed veterinarian.
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§ 540.107c Ampicillin trihydrate for 
oral suspension.

(a) Requirements for certification—
(1) Standards of identity, strength, qual
ity, and purity. Ampicillin trihydrate 
for oral suspension is a mixture 
of ampicillin trihydrate with one or more 
suitable and harmless colorings, flavor
ings, buffers, sweetening ingredients, and 
preservatives. When reconstituted as di
rected in the labeling, it contains ampi
cillin trihydrate equivalent to 25 milli
grams of ampicillin per milliliter. Its 
potency is satisfactory if it is not less 
than 90 percent and not more than 120 
percent of the number of milligrams,of 
ampicillin that it is represented to con
tain. Its moisture content is not more 
than 2.5 percent. Its pH, when reconsti
tuted as directed in the labeling, is not 
less than 5.0 and is not more than 7.5. The 
ampicillin trihydrate used conforms to 
the standards prescribed by § 440.7(a) (1) 
of this chapter.

(2) Labeling. The drug shall be 
labeled in accordance with the require
ments prescribed by paragraph (c) of this 
section and § 510.55 of this chapter, and 
in addition, it shall be labeled “ampicillin 
for oral suspension, veterinary” .

(3) Requests for certification; sam
ples. In addition to complying with the 
requirements of § 514.50 of this Qhapter, 
each such request shall contain:

(i) Results of tests and assays on:
(a) The ampicillin trihydrate used in 

making the batch for potency, safety, 
loss on drying, pH, ampicillin content, 
concordance, crystallinity, and identity.

(b) The batch for potency, moisture, 
and pH.

(ii) Samples required:
(a) The ampicillin trihydrate used in 

making the batch: 10 packages, each 
containing approximately 300 milli
grams.

(b) The batch : A minimum of six im
mediate containers.

(b) Tests and methods of assay— (1) 
Potency. Assay for potency by either of 
the following methods; however, the re
sults obtained from the microbiological 
agar diffusion assay shall be conclusive:

(i) Microbiological agar diffusion as
say. Proceed .as directed in § 436.105 of 
this chapter, preparing the sample for 
assay as follows: Reconstitute the drug 
as directed in the labeling. Place an ac
curately measured representative portion 
of the sample into a suitable volumetric 
flask and dilute to volume 0.1M potas
sium phosphate buffer, pH 8.0 (solution 
3), to give a convenient concentration. 
Mix well. Further! dilute an aliquot with 
solution 3 to the reference concentration 
of 0.1 microgram of ampicillin per milli
liter (estimated).

(ii) Iodometric assay. Proceed as di
rected in § 436.204 of this chapter, pre
paring the sample as follows: Recon
stitute the drug as directed in the label
ing. Place an accurately measured 
aliquot, usually a single dose, into an ap
propriate-sized volumetric flask and 
dilute to volume with 1 percent potassium 
phosphate buffer, pH 6.0 (solution 1). 
Mix well. Further dilute with solution 1 
to the prescribed concentration.

(2) Moisture. Proceed as directed in 
§ 436.201 of this chapter.

(3) pH. Proceed as directed in § 436.- 
202 of this chapter, using the drug re
constituted as directed in the labeling.

(c) Conditions of marketing— (1) 
Specifications. The drug contains ampi
cillin as ampicillin trihydrate and con
forms to the requirements of paragraph 
(a) of this section. When reconstituted 
as directed in the labeling, it contains 125 
milligrams of ampicillin per 5 milliliters 
of suspension.

(2) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(3) Conditions of use— (i) Dogs, (a) 
It  is indicated in the treatment of respi
ratory tract infections (tracheobronchi
tis and tonsillitis) due to E. coli, Pseudo
monas spp., Proteus spp., Staphylococcus 
spp., and Streptococcus spp., urinary 
tract infections (cystitus) due to E. coli, 
Staphylococcus spp.; Streptococcus spp., 
and Proteus spp.; bacterial gastroenteri
tis due to E. coli; generalized infections 
(septicemia) associated with abscesses, 
lacerations, and wounds, due to Staphy
lococcus spp. and Streptococcus spp.; 
bacterial dermatitis due to Staphylococ
cus spp., Streptococcus spp., Proteus spp., 
and Pseudomonas spp.

(b) It  is administered orally, 5 to 10 
milligrams per pound of body weight 2 
or 3 times daily, 1 to 2 hours prior to 
feeding. In severe or acute conditions, 10 
milligrams per pound of body weight 3 
times daily.

(ii) Cats, (a) It  is indicated in the 
treatment of respiratory tract infections 
(bacterial pneumonia) due to Staphylo
coccus spp., Streptococcus spp., E. coli,

~ and Proteus spp.; urinary tract infections 
(cystitis) due to E. coli, Staphylococcus 
spp.,"Streptococcus spp., Proteus spp., 
and Corynebacterium spp.; generalized 
infections (septicemia) associated with 
abscesses, lacerations, and wounds, due 
to Staphylococcus spp., Streptococcus 
spp., Bacillus spp., and Pasteurella spp.

(b) It  is administered orally, 10 to 30 
milligrams per pound of body weight 2 
or 3 times daily, 1 to 2 hours prior to 
feeding.

(iii) Duration of treatment. In dogs 
and cats, duration of treatment is usually 
3 to 5 days. Continue treatment 48 hours 
after the animal’s temperature has re
turned to normal and all other signs of 
infection have subsided. I f  no response 
is obtained within 3 to 5 days, reevaluate 
diagnosis and treatment. Appropriate 
laboratory tests should be conducted, in
cluding in vitro culturing and suscepti
bility tests on samples collected prior to 
treatment.

(iv) Restrictions. Federal law restricts 
this drug to use by or on the order of a 
licensed veterinarian.
§ 540.107d Ampicillin trihydrate soluble 

powder.
(a) Requirements for certification—

(1) Standards of identity, strength, 
quality, and purity. Ampicillin trihy
drate soluble powder is a dry mix
ture of ampicillin trihydrates with one 
or more suitable and harmless diluents 
and stabilizing agents. Each gram con
tains an amount of ampicillin trihydrate

equivalent to 88.2 milligrams of ampicil
lin. Its potency is satisfactory if it con
tains not less than 90 percent and not 
more than 120 percent of the number of 
milligrams of ampicillin it is represented 
to contain. Its moisture content is not 
more than 5.0 percent. Its pH in an 
aqueous solution containing 20 milli
grams of ampicillin per milliliter is not 
less than 3.5 and not more than 6.0. The 
ampicillin trihydrate used conforms to 
the standards prescribed by § 440.7(a)
(1) of this chapter.

(2) Labeling. It shall be labeled in ac
cordance with the requirements of 
paragraph (c) of this section and § 510.55 
of this chapter, and in addition, this drug 
shall be labeled “ampicillin soluble 
powder, veterinary” .

(3) Requests for certification; sam
ples. In addition to complying with the 
requirements of § 514.50 of this chapter, 
each such request shall contain:

(i) Results of tests and assays on: *
(a) The ampicillin trihydrate used in 

making the batch for potency, safety, 
loss on drying, pH, ampicillin content, 
concordance, crystallinity, and identity.

(b) The batch for potency, moisture 
and pH.

(ii) Samples required:
(a) The ampicillin trihydrate used in 

making the batch: 10 packages, each con
taining approximately 300 milligrams.

(b) The batch: A minimum of five im
mediate containers.

(b) Tests and methods of assay— (1) 
Potency. Assay for potency by either of 
the following methods; however, the re
sults obtained from the microbiological 
agar diffusion assay shall be conclusive:

(1) Microbiological agar diffusion 
assay. Proceed as directed in § 436.105 of 
this chapter, preparing the sample for 
assay as follows: Dissolve an accurately 
weighed sample, usually 1 gram, in suf
ficient 0.1 M  potassium phosphate buffer, 
pH 8.0- (solution 3) to give a stock solu
tion of convenient concentration. Further 
dilute an aliquot of the stock solution 
with solution 3 to the reference concen
tration of 0.1 microgram of ampicillin 
per milliliter (estimated).

(14) Iodometric assay. Proceed as di
rected in § 436.204 of this chapter, pre
paring the sample as follows: Dissolve 
an accurately weighed sample, usually 1 
gram, in sufficient distilled water to give 
a stock solution of convenient concentra
tion. Further dilute an aliquot of the 
stock solution with distilled water to the 
prescribed concentration.

(2) Moisture. Proceed as directed in 
§ 436.201 of this chapter.

(3) pH.- Proceed as directed in 
§ 436.202 of this chapter, using an aque
ous solution containing 20 milligrams of 
ampicillin per milliliter.

(c) Conditions of marketing— (1) 
Specifications. The drug conforms to the 
certification requirements of paragraph
(a) of this section.

(2) Sponsor. See No. 000003 in 
§ 510.600(c) of this chapter.

(3) Conditions of use. (i) Indicated 
for oral use in swine in the treatment of 
porcine colibacillosis (E. coli) and sal
monellosis (Salmonella spp.) infections 
in swine up to 75 pounds of body weight,
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and bacterial pneumonia caused by Pas- 
teurella multocida, Staphylococcus spp. 
Streptococcus spp. and Salmonella spp.

(ii) The drug is administered at a 
dosage level of 5 milligrams of ampicil- 
lin activity per pound of body weight 
twice daily, administered orally by ga- 
vage or in drinking water for up to 5 
days.

(iii) For use in swine only. Not for use 
in other animals which are raised for 
food production. Treated swine must not 
be slaughtered for- food during treat
ment and for 24 hours following the 
last treatment.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
'veterinarian.
§ 540.107e Ampicillin t r i h y d r a t e  

boluses.
(a) Requirements for certification—

(1) Standards of identity, strength, qual
ity and purity. Ampicillin trihydrate 
boluses are composed of ampicillin trihy
drate with or without one or more suit
able and harmless cliluents buffers, pre
servatives, stabilizing agents and lubri
cants. Each bolus contains the equivalent 
of 400 milligrams of ampicillin. Its po
tency is satisfactory if 4t is not less than 
90 and not more than 120 percent of the 
number of milligrams of ampicillin that 
it is represented to contain. Its loss on 
drying is not more than 5 percent. The 
ampicillin trihydrate used conforms to 
the standards prescribed in § 440.7(a)
(1) of this chapter.

(2) Labeling. It  shall be labeled in ac
cordance with the requirements of 
paragraph (c) of this section and § 510.55 
of this chapter, and, in addition, this 
drug shall be labeled “ampicillin boluses, 
veterinary.”

(3) Requests for certification; sam
ples. In addition to complying with the 
requirements of § 514.50 of this chapter, 
each such request shall contain:

(i) Results of tests and assays on:
(a) The ampicillin trihydrate, used in 

making the batch, for potency, safety, 
loss on drying, pH, ampicillin content, 
concordance, crystallinity, and identity.

(b) The batch for potency and loss on 
drying.

(ii) Samples required:/
(a) The ampicillin trihydrate used in 

making the batch: 10 packages, each 
containing approximately 300 milli
grams.

(b) The batch: A minimum of 36 
boluses.

(b) Test and methods of assay— (1) 
Potency. Use either of the following 
methods, however, the results obtained 
from the microbiological agar diffusion 
assay shall be conclusive:

(i) Microbiological agar diffusion as
say. Proceed as directed in § 436.105 of 
this chapter, preparing the sample for 
assay as follows: Place a representative 
number of boluses into a high-speed 
glass blending jar with sufficient 0.1 AT 
potassium phosphate buffer pH 8.0 (solu
tion 3) to give a stock solution of con
venient concentration. Blend for 3 to 5 
minutes. Remove an aliquot and further
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dilute with solution 3 to the reference 
concentration of 0.1 microgram ampicil
lin per milliliter (estimated).

(ii) Iodometric assay. Proceed as di
rected in § 436.204 of this chapter, pre
paring the sample as follows: Place a 
representative number of boluses in a 
high-speed glass blender jar and add 
sufficient distilled water to give a con
venient concentration. Blend for 3 to 5 
minutes. Further dilute an aliquot with 
distilled water to the prescribed con
centration.

(2) Loss on drying. Proceed as di
rected in § 436.200(a) of this chapter.

(c) Conditions of marketing— (1) 
Specifications. The drug is in bolus form 
and conforms to the certification require
ments of paragraph (a) of this section.

(2) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(3) Related tolerances. See § 556.40 of 
this chapter.

(4) Conditions of use. (i) It is ad
ministered orally to non-ruminating 
calves for the treatment of colibacillosis 
caused by E. coli, bacterial enteritis 
caused by Salmonella spp. and bacterial 
pneumonia caused by Pasteurella spp.

(ii) It  is administered at a dosage level 
of 5 milligrams per pound of body 
weight twice daily.

(iii) For use in non-ruminating calves 
only. Not for use in other animals which 
are raised for food production.

( iv )  T r e a t e d  ca lv e s  m u st  n o t be s la u g h 
te red  fo r  food d u r in g  t re a tm e n t  a n d  fo r  
15 d a y s  a f te r  th e  la s t  tre a tm e n t .

(v) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 540.114 Benzathine cloxacillin.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality, and purity. Benzathine cloxacil- 
line is the N, N ' -dibenzylethylenediamine 
salt of 5-methyl-3-(o-chlorophenyl)-4- 
isoxazolyl penicillin. It  is so purified and 
dried that:

(1) Its potency is not less than 704 nor 
more than 821 micrograms of cloxacillin 
per milligram on an anhydrous basis.

(ii) It  passes the safety test.
(iii) Its moisture content is not more 

than 5.0 percent.
(iv) Its pH in an aqueous suspension 

containing 10 milligrams per milliliter 
is not less than 3.0 nor more than 6.5.

(v) It passes the identity test.
(vi) It  is crystalline.
(2) Labeling. It shall be labeled in ac

cordance with the requirements of 
§ 432.5 of this chapter.

(3) Requests for certification; sam
ples. In addition to complying with the 
requirements of § 514.50 of this chapter, 
each such request shall contain:

(i) Results of tests and assays on the 
batch for potency, safety, moisture, pH, 
identity, and crystallinity.

(ii) Samples required: 10 packages, 
each containing approximately 300 
milligrams.
-  (b) Tests and methods of assay— (1) 
Potency. Use the microbiological agar 
diffussion assay method. Proceed in ac
cordance with § 436.105 of this chapter,

using the cloxacillin working standard 
as the standard of comparison and pre
paring the sample for assay as follows: 
Dissolve an accurately weighted portion 
of the sample in sufficient methanol to 
give a convenient stock solution. Im
mediately dilute an aliquot of this stock 
solution with solution 1 to the reference 
concentration of 5 micrograms of cloxa
cillin per milliliter estimated.

(2) Safety. Proceed in accordance with 
§ 436.33 of this chapter.

(3) Moisture. Proceed in accordance 
with § 436.201 of this chapter.

(4) pH. Proceed in accordance with 
§ 436.202 of this chapter, using an 
aqueous suspension prepared by adding 
10 milligrams per milliliter.

(5) Identity. Transfer approximately 
20 milligrams of the sample to a 50-milli
liter Erlenmeyer flask. Add 5.0 milliliters 
of 5N  sodium hydroxide and heat in a 
steam bath 20 minutes. Cool. Transfer 1 
milliliter to an extraction funnel; add 
approximately 10 milliliters of water and 
1 milliliter of dilute sulfuric acid (1:2). 
Shake with 50 milliliters of ether. Discard 
the aqueous layer, and wash the ether 
layer with approximately 30 milliliters 
of water. Discard the aqueous layer again 
and extract with approximately 50 milli
liters of 0.1N sodium hydroxide. Obtain 
a spectrum of the 0.1N sodium hydroxide 
solution from 300 nanometers to 240 
nanometers against a reagent blank. 
Treat about 15 milligrams of the cloxa
cillin working standard in the same man
ner. The sample is satisfactory if the 
spectrum obtained from the sample solu
tion matches that of the standard 
solution with maximum at about 282 
nanometers and minimum at about 257 
nanometers.

(6) Crystallinity. Proceed as directed 
in § 436.203 of this chapter.
§ 540.114a Sterile benzathine cloxacil

lin.
(a) Requirements for certification—

(1) Standards of identity, strength, 
quality, and purity. Benzathine cloxa
cillin is the N,N’ -dibenzylethylenedia
mine salt of 5-methyl-3-(o-chloro- 
phenyl)-4-isoxazolyl penicillin. It  is so 
purified and dried that:

(1) Its potency is not less than 704 nor 
more than 821 micrograms of cloxacillin 
per milligram on an anhydrous basis.

(ii) It is sterile.
(iii) It  passes the safety test.
(iv) Its moisture content is not more 

than 5.0 percent.
(v) Its pH in an aqueous suspension 

containing 10 milligrams per milliliter is 
not less than 3.0 nor more than 6.5.

(vi) It passes the identity test.
(vii) It is crystalline.
(2) Labeling. It shall be labeled in ac

cordance with the requirements of 
§ 432.5 of this chapter.

(3) Requests for certification; sam
ples. In addition to complying with the 
requirements of §.514.50 of this chapter, 
each such request shall contain:

(i) Results of tests and assays on the 
batch for potency, sterility, safety, mois
ture, pH, identity, and crystallinity.

(ii) Samples required:
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(a) For all tests except sterility: 10 
packages, each containing approximately 
300 milligrams.

(b) For sterility testing: 20 packages, 
each containing approximately 600 
milligrams.

(b) Tests and methods of assay— (1) 
Potency. Use the microbiological agar 
diffusion assay method: Proceed in ac
cordance with § 436.105 of this chapter, 
using the cloxacillin working standard as 
the standard of comparison and prepare 
the sample for assay as follows : Dissolve 
an accurately weighed portion of the 
sample in sufficient methanol to give a 
convenient stock solution. Immediately 
dilute an aliquot of this stock solution 
with solution 1 to the reference concen
tration of 5.0 micrograms of cloxacillin 
per milliliter estimated.

(2) Sterility. Proceed as directed in 
§ 436.20 of this chapter, using the meth
od described in paragraph (e) (2) of that 
section, except use medium C in lieu of 
medium A, medium F in lieu of medium 
E, and during the period of incubation 
shake the tubes at least once daily.

(3) Safety. Proceed in accordance 
with § 436.33 of this chapter.

(4) Moisture. Proceed in accordance 
with § 436.201 of this chapter.

(5) pH. Proceed in accordance with 
§ 436.202 of this chapter, using an 
aqueous suspension prepared by adding 
10 milligrams per milliliter.

(6) Identity. Transfer approximately 
20 milligrams of the sample to a 50- 
milliliter Erlenmeyer flask. Add 5.0 mil
liliters of 5N sodium hydroxide and heat 
in a steam bath 20 minutes. Cool. Trans
fer 1 milliliter to an extraction funnel; 
add approximately 10 milliliters of water 
and 1 milliliter of dilute sulfuric acid 
(1:2). Shake with 50 milliliters of ether. 
Discard thé aqueous layer and wash the 
ether layer with approximately 30 milli
liters of water. Discard the aqueous layer 
again and extract with approximately 
50 milliliters of 0.1 N  sodium hydroxide. 
Obtain a spectrum of the 0.12V sodium 
hydroxide solution from 300 nanometers 
to 240 nanometers against a reagent 
blank. Treat about 15 milligrams of the 
cloxacillin working standard in the same 
manner. The sample is satisfactory if the 
spectrum obtained from the sample solu
tion matches that of the standard solu
tion with maximum at about 282 nano
meters and minimum of about 257 nano
meters.

(7) Crystallinity. Proceed as directed 
in § 436.203 of this chapter.
§ 540.119 Sodium dicloxacillin mono- 

hydrate capsules.
(a ) Requirements for certification—

(1) Standards of identity, strength, qual
ity, and purity. Sodium dldoxacflUn 
monohydrate capsules are composed of 
sodium dicloxacillin monohydrate and 
one or more suitable diluents and lubri
cants. Each capsule contains sodium 
dicloxacillin monohydrate equivalent to 
50, 100, 200, or 500 milligrams of dicloxa
cillin. Its potency is satisfactory if it is 
not less than 90 percent and not more 
than 120 percent of the number of milli
grams of dicloxacillin that it is repre
sented to contain. The moisture content

is not more than 5 percent. The sodium 
dicloxacillin monohydrate conforms to 
the requirements of § 440.19(a) (1) of this 
chapter.

(2) Labeling. It shall be labeled in 
accordance with, the requirements of 
paragraph (c) of this section and § 510.55 
of this chapter.

(3) Requests for certification; sam
ples. In  addition to complying with the 
requirements of § 514.50 of this chapter, 
each such request shall contain:

(1) Results of tests and assays on:
(a ) The sodium dicloxacillin mono

hydrate used in making the batch for 
potency, safety, moisture, pH, organic 
chlorine content, free chloride content, 
crystallinity, and identity.

(b) The batch for potency and mois
ture.

(ii) Samples required:
(a ) The sodium dicloxacillin mono

hydrate used in making the batch: 10 
containers, each containing not less than 
500 milligrams.

(b) The batch: A minimum of 30 
capsules.

(b) Tests and methods of assay— (1) 
Potency— (i) Sample preparation. Place 
a representative number of capsules into 
a high-speed glass blender jar contain
ing sufficient 1 percent potassium phos
phate buffer, pH 6.0 (solution 1), to give 
a stock solution of convenient concen
tration. Blend for 3 to 5 minutes. Remove 
an aliquot and further dilute with solu
tion 1 to the reference concentration of 
5 mierbgrams of dicloxacillin per milli
liter (estimated) for the microbiological 
agar diffusion assay and to the pre
scribed concentration for the iodomeiric 
assay.

(ii) Assay procedure. Assay for po
tency by either of the following methods; 
however, the results obtained from the 
microbiological agar diffusion assay shall 
be conclusive.

(a )  Microbiological agar diffusion as
say. Proceed as directed in § 436.105 of 
this chapter.

(b) Iodometric assay. Proceed as di
rected in § 436.204 of this chapter.

(2) Moisture. Proceed as directed in 
§ 436.201 of this chapter.

(c) Conditions of marketing— (1) 
Specifications. The drug is in capsule 
form and conforms to the certification 
requirements of paragraph (a) of this 
section.

(2) Sponsor. See No. 000015 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It  is used in 
dogs in the treatment of pyoderma 
(pyogenic dermatitis) known to be due 
to penicillinase-producing staphylococci 
which have been shown to be sensitive to 
the drug.

(ii) It is administered to dogs at the 
rate of 5 milligrams to 10 milligrams per 
pound of body weight, three times daily. 
In severe cases the dose may be increased 
to 25 milligrams per pound of body 
weight three times daily. Treatment 
should be continued for 24 to 48 hours 
after the animal has become afebrile or 
asymptomatic. The drug should be ad
ministered 1 to 2 hours before feeding to 
insure maximum absorption.

(iii) For use in the treatment of dogs 
only. Not for use in animals which are 
raised for food production.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 540.129 Potassium hetacillin oral dos

age forms.
§ 540.129a Potassium hetacillin tablets.

(a ) Requirements for certification—
(1 ) Standards of identity, strength, 
quality, and purity. Potassium hetacil
lin  tablets are composed o f po
tassium hetacillin w ith or without one 
or more suitable buffer substances, dilu
ents, binders, lubricants, flavorings, and 
colorings. Each tablet contains an 
amount o f potassium hetacillin  equiva
lent to 50, 100, or 200 m illigram s o f am- 
picillin. Its  potency is satisfactory i f  it  
contains not less than 90 percent and not 
more than 120 percent o f the number o f 
m illigram s o f am picillin that it  is repre
sented to contain. The moisture content 
is not more than 5 percent. Tablets shall 
disintegrate w ithin 30 minutes. The po
tassium hetacillin used conforms to the 
requirements o f § 440.29 o f this chapter.

(2 ) Labeling. I t  shall be labeled in  ac
cordance w ith the requirements o f 
paragraph (c ) o f this section and § 510.55 
o f this chapter.

(3 ) Requests for certification; sam
ples. In  addition to com plying w ith the 
requirements o f section 512(b) o f the 
Federal Food, Drug, and Cosmetic A ct 
and § 514.50 o f this chapter, each such 
request shall contain:

(1) Results o f tests and assays on:
(a ) The potassium hetacillin used in

making the batch fo r potency, safety, 
moisture, pH, potassium hetacillin con
tent, identity, and crystallinity.

(Z>) The batch fo r potency, moisture, 
and disintegration time.

(ii) Samples required:
(a ) The potassium hetacillin  used 

in  making the batch: 10 packages, 
each containing approxim ately 300 
milligrams.

(b ) The batch: A  minimum o f 36 
tablets.

(b ) Tests and methods of assay— (1) 
Potency. Proceed as directed fo r ampi
cillin in  § 436.105 o f this chapter, using 
the am picillin working standard as the 
standard o f comparison and preparing 
the sample fo r assay as follow s: Place a 
representative number o f tablets in  a 
high-speed glass blender w ith sufficient 
0.1M potassium phosphate buffer, pH
8.0 (solution 3 ), to  give a stock solution 
o f convenient concentration. Blend fo r 
3 to 5 minutes. Further dilute an aliquot 
o f the stock solution w ith solution 3 to 
the reference concentration o f 0.1 m icro
gram o f am picillin per m illiliter 
(estim ated).

(2 ) Moisture. Proceed as directed in 
§ 436.201 o f this chapter.

(3 ) Disintegration time. Proceed as d i
rected in  § 436.212 o f this chapter, using 
the procedure described in  § 436.212(e)
(1 ) o f this chapter.

(c) Conditions of marketing— (1) 
Specifications. The drug is in capsule or 
tablet form. The capsules conform to the
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certification requirements of § 540.129b, 
and the lablets conform to the certifica
tion requirements of paragraph (a) of 
this section.

(2) Sponsor. See No. 000015 in § 510.- 
600(c) of this chapter.

(3> Conditions of use. (i) It  is used in 
dogs and cats as a treatment against 
strains of organisms sensitive to potas
sium hetacillin and associated with res
piratory tract infections, urinary tract 
infections, gastrointestinal infections, 
skin infections, soft tissue infections, and 
postsurgical infections.

(ii) Dosage is administered as follows:
(a) In dogs, administer twice daily at 

a minimum rate of 5 milligrams per 
pound of body weight. In severe infec
tions the frequency of the dosage may be 
increased to three times daily, or alter
natively, the dosage may be increased to 
10 milligrams per pound of body weight 
twice daily. For stubborn urinary tract 
Infections, the dosage may be increased 
to 20 milligrams per pound of body 
weight twice daily. Treatment should be 
continued for 48 to 72 hours after the 
animal has become afebrile or asympto
matic. The oral drug should be admin
istered 1 to 2 hours prior to feeding to 
ensure maximum absorption.
In stubborn infections, therapy may be 
required for several weeks.

(b) In cats the recommended dosage 
is 50 milligrams twice daily. Treatment 
should be continued for 48 to 72 hours 
after the animal has become afebrile or 
asymptomatic. The oral drug should be 
administered in a fasting state to ensure 
maximum absorption. In  stubborn infec
tions, therapy may be required for several 
weeks.

(iii) For use in dogs and cats only. Not 
to be used in animals which are raised 
for food production.

(iv) For use only by or the order of 
a licensed veterinarian.
§ 540.129b Potassium hetacillin cap

sules.
(a ) Requirements for certification—

(1 ) Standards of identity, strength, 
quality, and purity. Potassium hetacil
lin. capsules are composed of potas
sium hetacillin with or without one 
or more suitable diluents, lubricants, 
and drying agents. Each capsule con
tains an amount of potassium hetacillin 
equivalent to 50, 100, or 200 milligrams 
of ampicillln. Its potency is satisfactory 
if it contains not less than 90 percent 
and not more than 120 percent of the 
number of milligrams of ampicillln that 
it is represented to contain. The moisture 
content is not more than 3 percent. The 
potassium hetacillin used conforms to 
the requirements of § 440.29.

(2) Labeling. It  shall be labeled in 
accordance with the requirements of 
§§ 540.129a and 510.55 of this chapter.

(3) Requests for certification; sam
ples. In  addition to complying with the 
requirements of section 512(b) of the 
Federal Food, Drug, and Cosmetic Act 
and §514.50 of this chapter, each such 
request shall contain:
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(1) Results of tests and assays on:
(a) The potassium hetacillin used in 

making the batch for potency, safety, 
moisture, pH, potassium hetacillin con
tent, identity, and crystallinity.

(b) The batch for potency and mois
ture.

(ii) Samples required:
(a) The potassium hetacillin used in 

making the batch: 10 packages, each 
containing approximately 300 milli
grams.

(b) The batch: A  minimum of 30 
capsules.

(b) Tests and methods of assay— (1) 
Potency. Proceed as directed for am- 
picillin in § 436.105 of this chapter, using 
the ampicillln working standard as "the 
standard of comparison and preparing 
the sample for assay as follows: Place a 
representative number of capsules in a 
high-speed glass blender with sufficient 
0.1M potassium phosphate buffer, pH 8.0 
(solution 3), to give a stock solution of 
convenient concentration. Blend for 3 to 
5 minutes. Further dilute an aliquot of 
the stock solution with solution 3 to the 
reference concentration of 0.1 microgram 
of ampicillln per milliliter (estimated).

(2) Moisture. Proceed as directed in 
§ 436.201 of this chapter.

(c) Conditions of marketing. The con
ditions of marketing of potassium heta
cillin capsules are described in § 540.129a
(c).
§ 540.129c Potassium hetacillin oral 

suspension.
(a) Requirements for certification—

(1 ) Standards of identity, strength, 
quality and purity. Potassium hetacil
lin oral suspension is potassium hetacil
lin with one or more suitable and 
harmless colorings, flavorings and gelling 
agents suspended in a suitable and harm
less non-aqueous vehicle. It  contains in 
each milliliter an amount of potassium 
hetacillin equivalent to 50 milligrams of 
ampicillin. Its potency is satisf actory if  it 
contains not less than 90 percent and not 
more than 120 percent of the number 
of milligrams of ampicillin it is repre
sented to contain. Its moisture content is 
not more than 1.0 percent. Its pH is not 
less than 7.0 and not more than 9.0. It 
gives a positive identity test for hetacil
lin. The potassium hetacillin used con
forms to the requirements of § 440.29 of 
this chapter.

(2) Labeling. It  shall be labeled in 
accordance with the requirements of 
paragraph (c) of this section and § 510.55 
of this chapter.

(3) Requests for certification; sam
ples. In addition to-complying with the 
requirements of § 514.50 of this chapter, 
each such request shall contain :

(i) Results of tests and assays on:
(a) The potassium hetacillin used In 

making the batch for potency, safety, 
moisture, pH, potassium hetacillin con
tent, identity and crystallinity.

(b) The batch for potency, moisture, 
pH and identity.

(ii) Samples required:
(a) The potassium hetacillin used in 

making the batch, 10 packages, each

containing approximately 300 milli
grams.

(b) The batch: A minimum of eight 
immediate containers.

(b) Tests and methods of assay— (1) 
Potency. Proceed as directed for ampicil
lin in § 436.105 of this chapter, using 
the ampicillin working standard as the 
standard for comparison and preparing 
the sample for assay as follows: Place 
an accurately measured aliquot (usually 
1 milliliter) into a high-speed glass 
blender jar, with sufficient 0.1 M  potas
sium phosphate buffer, pH 8.0 (solution 
3) to give a stock solution of convenient 
concentration. Blend 3 to 5 minutes. Fur
ther dilute an aliquot of the stock solu
tion with solution 3 to the reference con
centration of 0.1 microgram of ampicil
lln per milliliter (estimated).

(2) Moisture. Proceed as directed in 
§ 436.201 of this chapter.

(3) pH. Proceed as directed in 
§ 436.202 of this chapter, preparing the 
sample as follows: Transfer about 5.0 
milliliters of the well shaken sample to 
a centrifuge tube. Add 10 milliliters of 
benzene, shake vigorously for 3 minutes 
and centrifuge at medium speed for 5 
minutes. Carefully decant the benzene 
without disturbing the precipitate. Add 
5 milliliters of carbon dioxide-free dis
tilled water.

(4) Hetacillin identity. Proceed as di
rected in § 436.305- of this chapter pre
paring the sample solution as follows: 
Place 1.0 milliliter of the well shaken 
sample Into a 50-milliliter volumetric 
flask. Bring to volume with a 4:1 solu
tion of acetone and 0.1 N  hydrochloric 
acid.

(c) Conditions of marketing— (1) 
Specifications. The drug is in liquid form 
and conforms to the certification require
ments of paragraph (a) of this section.

(2) Sponsor. See No. 000015 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It is used in 
dogs and cats as a treatment against 
strains of organisms susceptible to 
potassium hetacillin and associated with 
respiratory tract infections, urinary tract 
infections, gastrointestinal infections, 
skin infections, soft-tissue infections, 
and post-surgical infections.

(ii) Dosage is administered as follows:
(a) In dogs, administer twice daily at 

a minimum rate of 5 milligrams per 
pound of body weight. In severe infec
tions the frequency of the dosage may be 
increased to three times daily, or alterna
tively, the dosage may be increased to 10 
milligrams per pound of body weight 
twice daily. For stubborn urinary tract 
infections, the dosage may be increased 
to 20 milligrams per pound of body 
weight twice daily. Treatment should be 
continued for 48 to 72 hours after the 
animal has become afebrile or asymp
tomatic. The drug should be adminis
tered 1 to 2 hours prior to feeding to in
sure maximum absorption. In stubborn 
infections, therapy may be required for 
several weeks.

(b) In cats the recommended dosage 
is 50 milligrams twice daily. Treatment 
should be continued for 48 to 72 hours
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after the animal has become afebrile or 
asymptomatic. The drug should be ad
ministered 1 to 2 hours prior to feeding to 
insure maximum absorption. In stubborn 
infections, therapy may be required for 
several weeks.

(iii) For use in dogs and cats only. Not 
to be used in animals raised for food 
production.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 540.153 Aluminum penicillin tablets.

(a) Requirements for certification— 
(1) The requirements for certification 
for aluminum penicillin tablets are de
scribed under § 440.153 of this chapter.

(2) When it is packaged for dispens
ing and intended solely for veterinary 
use, its label and labeling shall comply 
with all the requirements prescribed 
by § 440.153(a) (3) of this chapter, ex
cept that in lieu of the statement “Cau
tion: Federal law prohibits dispensing 
without prescription” , each package 
shall include information containing 
directions and warnings adequate for 
the veterinary use of the drug by the 
laity and the statement “Warning—Not 
for use in animals which are raised for 
food production.”

(b) Tests and methods of assay. The 
tests and methods of assay for a lum inum  
penicillin tablets are described under 
§ 440.153 of this chapter.
§ 540.155 Benzathine penicillin G oral 

suspension, benzathine penicillin G 
for oral suspension (benzathine pen
icillin G powder).

(a) Requirements for certification— 
(1) The requirements for certification 
for benzathine penicillin G oral suspen
sion and benzathine penicillin G for oral 
suspension (benzathine penicillin G pow
der) are described under § 440.155c of 
this chapter.

(2) When it is packaged for dispensing 
and it is intended solely for veterinary 
use, its label and labeling shall comply 
with all the requirements prescribed by 
§ 440.155c(a) (3) of this chapter, except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing without 
prescription”, each package shall include 
information containing directions and 
warnings for the veterinary use of the 
drug by the laity and the statement 
“Warning—Not for use in animals which 
are raised for food production.”

(b) Tests and methods of assay. The 
tests and methods of assay for benza
thine penicillin G oral suspension and 
benzathine penicillin G for oral suspen
sion (benzathine penicillin G powder) 
are described under § 440.155c of this 
chapter.

§ 540.160 Dibenzylamine penicillin and 
potassium penicillin powder, buff
ered.

(a) Requirements for certification— 
(1) The requirements for certification 
for dibenzylamine penicillin and potas
sium penicillin powder, buffered, are de
scribed under § 440.160 of this chapter.

(2) When it is packaged for dispens-
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ing and intended for veterinary use, its 
label and labeling shall comply with all 
the requirements prescribed by § 440.160 
(a) (3) of this chapter, except that in 
lieu of the statement “Caution: Federal 
law prohibits dispensing without pre
scription,” each package shall include 
information containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity and the state
ment “Warning—Not for use in animals 
which are raised for food production.”

Tb) Tests and methods of assay. The 
tests and methods of assay for dibenzyl
amine penicillin and potassium penicil
lin powder, buffered, are described under 
§ 440.160 of this chapter.
§ 540.163 Ephedrine penicillin tablets.

(a) Requirements for certification. (1) 
The requirements for certification for 
ephedrine penicillin tablets are described 
under § 440.563 of this chapter.

(2) When it is packaged for dispens
ing and intended solely for veterinary 
use, its label and labeling shall comply 
with all the requirements prescribed by 
§ 440.563(a) (3) of this chapter, except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing with- 
outjprescription”, each package shall in
clude information containing directions 
and warnings adequate for the veter
inary use of the drug by the laity and 
the statement “Warning—Not for use in 
animals which are raised for food 
production.”

(b) Tests and methods of assay. The 
tests and methods of assay for ephedrine 
penicillin tablets are described under 
§ 440.563 of this chapter.
§ 540.166 Hyilrabamine penicillin G 

oral suspension.
(a) Requirements for certification—  

(1) The requirements for certification for 
hydrabamine penicillin G oral suspen
sion are described under § 440.166 of this 
chapter.

(2) When it is packaged for dispensing 
and intended solely for veterinary use, 
its label and labeling shall comply with 
all the requirements prescribed by § 440.- 
166(a) (3) of this chapter, except that in 
lieu of the statement “Caution: Federal 
law prohibits dispensing without pre
scription,” each package shall include 
information containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity and the state
ment “Warning—Not for use in animals 
which are raised for food production.”

(b) Tests and methods of assay. The 
tests and methods of assay for hydrab
amine penicillin G oral suspension are 
described under § 440.166 of this chapter.
§ 540.173 Potassium phenoxymethyl 

penicillin oral dosage forms.
§ 540.173a Phenoxymethyl penicillin for 

oral suspension; potassium phe
noxymethyl penicillin for oral solu
tion.

(a) Requirements for certification— 
(1) The requirements for certification for 
phenoxymethyl penicillin for oral sus
pension and potassium phenoxymethyl
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penicillin for oral solution are described 
under § 440.171b (a) of this chapter.

(2) When phenoxymethyl penicillin 
for oral suspension and potassium phe
noxymethyl penicillin for oral solution 
are packaged for dispensing and intended 
solely for veterinary use, their label and 
labeling shall comply with all the re
quirements prescribed by paragraph (c) 
of this section and § 510.55 of this chap
ter.

(b) Tests and methods of assay. The 
tests and methods of assay for phenoxy
methyl penicillin for oral suspension are 
described under § 440.171b(b) of this 
chapter.

(c) Conditions of marketing— (1) 
Specifications. The drug consists of 
soluble granules which conform to the 
certification requirements of paragraph 
(a) of this section.

(2) Sponsors. To No. 000986 in 
§ 510.600(c) of this chapter, approval for 
soluble granules which when dissolved in 
water produce a solution of 125 or 250 
milligrams of potassium phenoxymethyl 
penicillin per 5 milliliters; to 043731, ap
proval for 125 milligrams per 5 milliliters.

(3) Conditions of use. (i) The drug is 
administered to dogs and cats orally for 
the treatment of respiratory, urogenital, 
skin and soft tissue infections and 
septicemia caused by pathogens sus
ceptible to potassium phenoxymethyl 
penicillin.

(ii) I t  is administered at a dosage of 10 
to 15 milligrams per pound of body 
weight every 6 to 8 hours.

(iii) It  should be administered 1 to 2 
hours prior to feeding for maximum 
absorption.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 540.173b Penicillin tablets.

(a) Requirements for certification— 
(1) The requirements for certification 
of penicillin tablets are described under 
§ 440.180a of this chapter.

(2) When penicillin tablets are pack
aged for dispensing and intended solely 
for veterinary use: (i) The label and 
labeling shall comply with all the re
quirements prescribed by § 440.180a(a) 
(3) of this chapter, except that in lieu of 
the statement “Caution: Federal law 
prohibits dispensing without prescrip
tion”, each package shall include infor
mation containing directions and warn
ings adequate for the veterinary use of 
the drugs by the laity in all cases except 
those in which the veterinary prescrip
tion statement is required by regulations 
under paragraph <c) of this section. In 
those cases, the veterinary prescription 
statement shall comply with the require
ments prescribed by § 201.105 of this 
chapter.

(ii) I f  it contains added vitamins, the 
labels shall bear the name and quantity 
of each substance and a statement that 
such substances are present only for 
furnishing additional vitamins while ani
mals are eating less feed.

(iii) I f  it is intended for use in animals 
raised for food production, it shall be 
used in accordance with § 540.174a of 
this chapter.
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(b) Tests and methods of assay. The 
tests and methods of assay for penicillin 
tablets are described under § 440.180a of 
this chapter.

(c) Conditions of marketing— (1) 
Specifications. Each tablet contains po
tassium phenoxymethyl penicillin and 
conforms to the certification require
ments of paragraph (a) of this section.

(2) Sponsors. To No. 000986 in § 510.- 
600(c) of this chapter, approval for 
tablets containing 125, 250, or 500 milli
grams of the drug; to 043731, approval 
for tablets containing 125 or 250 milli
grams of the drug.

(3) Conditions of use. (i) The drug is 
administered to dogs and cats for the 
treatment of respiratory, urogenital, skin 
and soft tissue infections and septicemia 
caused by pathogens susceptible to potas
sium phenoxymethyl penicillin.

(ii) It is administered orally at. a 
dosage of 10 to 15 milligrams per pound 
of body weight every 6 to 8 hours.

(iii) It  should be administered 1 to 2
hours prior to feeding for maximum ab
sorption. „

(iv ) . Federal law restricts this drfig to 
use by or on the order of a licensed 
veterinarian.
§ 540.174 Procaine penicillin oral dos

age forms.
§ 540.174a Buffered penicillin powder, 

penicillin powder with buffered aque
ous diluent.

(a) Requirements for certification—
(1) The requirements for certification 
for buffered penicillin powder and peni
cillin powder with buffered aqueous 
diluent are described under § 440.180f 
of this chapter.

(2) When buffered penicillin powder 
and penicillin powder with buffered 
aqueous diluent are packaged for dis
pensing and intended solely for veter
inary use: (i) Their labels and labeling 
shall comply with all the requirements 
prescribed by § 440.180f(a) (3) of this 
chapter, except that in lieu of the state
ment “ Caution: Federal law prohibits 
dispensing without prescription” , each 
package shall include information con
taining directions and warnings ade
quate for the veterinary use of the drug 
by the laity.

(ii) I f  it contains added vitamins or 
minerals, the labels shall bear the name 
and quantity of each such substance 
and a statement that such substances 
are present only for furnishing addi
tional vitamins and minerals while ani
mals are eating less feed.

(iii) I f  it is intended for use in animals 
raised for food production, it shall be 
used in accordance with paragraph (c) 
of this section.

Ob) Tests and methods of assay. The 
tests and methods of assay for buffered 
penicillin powder are described under 
§ 440.180f of this chapter.

(c) Conditions of marketing— (1) 
Specifications. Complies with the re
quirements for procaine penicillin found 
in paragraph (a) of this section or 
§ 540.713b.

(2) Sponsor. [Reserved]
(3) Special considerations. The quan

tities of antibiotic in paragraph (c) (5)
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of this section refer to the activity of 
the master standard.

(4) Related tolerances. See § 556.510 
of this chapter.

(5) Conditions of use. It  is used in the 
drinking water of chickens as follows:

(i) Amount per gallon. 100,000 units.
(a) Indications for use. For treatment 

of chronic respiratory disease (air-sac 
infection) and blue comb (nonspecific 
infectious enteritis).

(b) Limitations. As procaine penicil
lin; not for use in laying chickens; pre
pare fresh solution daily; withdraw 1 
day before slaughter; as sole source of 
penicillin.

(ii) Amount per gallon. 50,000 to 100,- 
000 units.

(a) Indicationp for use. For prevention 
of chronic respiratory disease (air-sac 
infection) and blue comb (nonspecific 
infectious enteritis).

(b) Limitations. As procaine penicil
lin; not for use in laying chickens; pre
pare fresh solution daily; withdraw 1 
day before slaughter; as sole source of 
penicillin.
§ 540.174b Penicillin streptomycin pow

der ; penicillin-dihydrostreptomycin 
powder.

(a) Requirements for certification. 
Penicillin-streptomycin powder and 
penicillin-dihydrostreptomycin powder 
conform to all the requirements and are 
subject to all procedures prescribed by 
§ 440.180b (a) of this chapter for penicil
lin-streptomycin tablets and pencillin- 
dihydrostreptomycin tablets, except that:

(1) Each gram contains not less than
50,000 units of penicillin (except if It is 
intended solely for veterinary use each 
gram contains not less than 2,200 units 
of penicillin) and not less than 5 milli
grams of streptomycin or dihydrostrep
tomycin. Its moisture content is not more 
than 1.0 percent,, except that i f  it is 
intended solely for veterinary use: It  is 
not more than 2.0 percent if  it contains 
not more than 110 milligrams of strepto
mycin or dihydrostreptomycin per gram; 
or it is not more than 3.5 percent if  it 
contains more than 110 milligrams of 
streptomycin or dihydrostreptomycin per 
gram; and the person who requests 
certification has submitted to the Com
missioner results of tests and assays that 
show that such amounts of moisture do 
not adversely affect the stability o f such 
veterinary-use drug.

(2) In lieu of the labeling prescribed
by § 440.180b(a) (1) (ii) of this chapter, 
each package shall bear on the outside 
wrapper or container and the immediate 
container the number of units of penicil
lin and the number of milligrams of 
streptomycin or dihydrostreptomycin in 
each gram and the statement “Expira
tion date_____________ ” , the blank being
filled in with the date which is 12 months 
after the month during which the batch 
was certified, except that the blank may 
be filled in with the date that is 18 
months or 24 months after the month 
during which the batch was certified if 
the person who requests certification has 
submitted to the Commissioner results 
of tests and assays that show such drug

as prepared by him is stable for such 
period of time.

(3) In lieu of the minimum number 
of tablets prescribed by § 440.180b(a) (1)
(iii) of this chapter, a person who re
quests certification of a batch shall sub
mit with his request a sample of the 
batch consisting of 1 immediate container 
for each 5,000 immediate containers but 
in no case less than 6 immediate con
tainers. Such sample shall be collected 
by taking single immediate containers at 
such intervals throughout the entire time 
of packaging the batch that the quanti
ties packaged during the intervals are 
approximately equal.

(b) Tests and methods of assay— (1) 
Potency— (i) Penicillin content. Use an 
accurately weighed sample of approxi
mately 1 gram and proceed as directed 
in § 440.80a(b) (1) of this chapter, except 
paragraph ' ( b )  (1) (ix) of that section. 
The penicillin content of the powder is 
satisfactory if it contains not less than 85 
percent of the number of units that it is 
represented to contain.

(ii) Streptomycin content. Use an ac
curately weighed sample of approxi
mately 1 gram and proceed as directed 
in § 536.502(a) (2). The streptomycin 
content of the powder is satisfactory if 
it contains not less than 85 percent of 
the number of milligrams of activity 
that it is represented to contain.

(iii) Dihydrostreptomycin c o n t e n t .  
Use an accurately weighed sample of 
approximately 1 gram and proceed as di
rected in § 536.502(a) (3). The dihy
drostreptomycin content of the powder 
is satisfactory if  it contains not less than 
85 percent of the number of milligrams 
of activity that it is represented to 
contain.

(b) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter .

(c) Conditions of marketing— (1) 
Specifications. Complies with the re
quirements for penicillin-streptomycin 
powder found in paragraph (a) of this 
section.

(2) Sponsor. [Reserved]
(3) Special considerations. The quan

tities of antibiotics in paragraph (c) (5) 
of this section refer to the activity of the 
master standards.

(4) Related tolerances. See §§ 556.510 
and 556.610 of this chapter.

(5) Conditions of use. It is used in 
the drinking water of certain animals as 
follows:

(i) Chickens— (a) Amount.per gallon.
100,000 to 119,000 units of penicillin with 
250 to 304 milligrams of streptomycin.

(1) Indications for use. For treatment 
of chronic respiratory disease (air-sac 
infection) and blue comb (nonspecific 
infectious enteritis).

(2) Limitations. As procaine penicillin 
plus streptomycin sulfate; not for use 
in laying chickens; prepare fresh solu
tion daily; withdraw 1 day before 
slaughter; as sòie source of penicillin 
and streptomycin.

(Z>) Amount per gallon. 50,000 to 100,- 
000 units of penicillin with 125 to 250 
milligrams of streptomycin.

(1) Indications for use. For prevention 
of chronic respiratory disease (air-sac
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infection) and blue comb (nonspecific 
infectious enteritis).

(2) Limitations. As procaine penicillin 
plus streptomycin sulfate; not for use in 
laying chickens; prepare fresh solution 
daily; withdraw 1 day before slaughter; 
as sole source of penicillin and strepto
mycin.

(ii) Turkeys— (a) Amount per gallon.
100,000 to 119,000 units of penicillin and 
250-304 milligrams of streptomycin.

Cl) Indications for use. For treatment 
of infectious sinusitis and blue comb 
(nonspecific infectious enteritis).

(2) Limitations. As procaine penicillin 
plus streptomycin sulfate; not for use 
in laying birds; prepare fresh solution 
daily; withdrawn days before slaughter; 
as sole source of penicillin and strepto
mycin.
§ 540.174c Procaine penicillin in oil 

capsules.
(a) Requirements for certification— 

(1) The requirements for certification 
for procaine penicillin in oil capsules are 
described under § 440.174 of this chapter.

(2) When it is packaged for dispens
ing and intended solely for veterinary 
use, its label and labeling shall comply 
with all the requirements prescribed by 
§ 440tl74(a) (3) of this chapter, except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing without 
prescription”, each package shall include 
information containing directions and 
warnings adequate for the veterinary 
use of the drug by the laity and the state
ment “Warning—Not for use in animals 
which are raised for food production” .

(b) Tests and methods of assay. The 
tests and methods of assay for procaine 
penicillin in oil capsules are described 
under § 440.174 of this chapter.
§ 540.180 Penicillin oral dosage forms.
§ 540.180a Penicillin and novobiocin 

capsules.
(a) Requirements for certification. 

The requirements for certification for 
penicillin and novobiocin capsules are 
described under § 440.180d of this 
chapter.

(b) Tests and methods of assay. The 
tests and methods of assay for penicillin 
and novobiocin capsules are described 
under § 440.180d of this chapter.
§ 540.180b Penicillin-streptomycin tab

lets ; penicillin-dihydrostreptomycin 
tablets.

The requirements for certification and 
the tests and methods o f assay for peni
cillin-streptomycin tablets and penicil
lin-dihydrostreptomycin tablets are de
scribed under § 440.180b of this chapter, 
except if they are intended for use in 
parakeets and canaries, each tablet con
tains not less than 2.5 milligrams of 
streptomycin or dihydrostreptomycin 
and not less than 32,500 units of penicil
lin; the streptomycin or dihydrostrepto
mycin used in tablets for veterinary use 
may conform to the standards prescribed 
by § 539.170(a) (1) of this chapter.

§ 540.181 Crystalline penicillin oral 
dosage forms.

§ 540.181a Crystalline penicillin G oral 
suspension, crystalline penicillin G 
sodium oral suspension, potassium 
penicillin G oral suspension.

(a) Requirements for certification— 
(1) The requirements for certification 
for crystalline penicillin G oral suspen
sion, crystalline penicillin G sodium oral 
suspension, potassium penicillin G oral 
suspension are described under § 440.180e 
of this chapter.

(2) When it is packaged for dispens
ing and intended solely for veterinary 
use, its label and labeling shall comply 
with all the requirements prescribed by 
§ 440.180e(a) (3) of the chapter, except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing without 
prescription”, each package shall include 
information containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity and the state
ment “Warning—Not for use in animals 
which are raised for food production”.

(b) Tests and methods of assay. The 
tests and methods of assay for crystalline 
penicillin G oral suspension, crystalline 
penicillin G sodium oral suspension, and 
potassium penicillin G oral suspension 
are described under § 440.180e of this 
chapter.
§ 540.181b Potassium penicillin G in 

drinking water.
(a) [Reserved]
(b) [Reserved]
(c) Conditions of marketing— (1) Spe

cifications. The drug contains 0.384 bil
lion units of potassium penicillin G per 
container. Potassium penicillin G must 
conform to the specifications in § 540.280 
(a ), except for sterility and pyrogens.

(2) Sponsor. See No. 000003 in 
§ 510.600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
intended for use in turkeys for treatment 
of erysipelas caused by Erysipelothrix 
insidiosa.

(ii) It is administered in the drinking 
water of turkeys at the rate of 1,500,000 
units per gallon of water for 5 days.

(iii) Concentrated stock solution pre
pared for use with medication propor
tioned must be prepared fresh every 24 
hours. Recommended use levels (gravity 
flow watering system) must be prepared 
fresh every 12 hours. For best results 
treatment, should be started at the first 
sign of infection.

(iv) Discontinue treatment at least 1 
day prior to slaughter of the turkeys. Not 
to be used in turkeys producing eggs for 
human consumption.

Subpart B— Implantation or Injectable 
Dosage Forms

§ 540.207 Sterile ampicillin trihydrate 
implantation and injectable dosage 
forms.

§ 540.207a Sterile ampicillin trihydrate 
suspension.

(a) Requirements for certification—
(1) Standards of identity, strength, qual
ity, and purity. Sterile ampicillin trihy

drate suspension is ampicillin trihydrate 
in a suitable and harmless oil base. It 
may contain one or more suitable and 
harmless preservatives, antioxidants, and 
complexing or suspending agents. It  con
tains, in each milliliter, an amount of 
ampicillin trihydrate equivalent to 200 
milligrams of ampicillin. Its potency is 
satisfactory if it is not less than 90 per
cent and not more than 120 percent of 
the number of milligrams of ampicillin 
that it is represented te contain. It  is 
sterile. Its moisture content is not more 
than 4.0 percent. The ampicillin trihydr
ate used conforms to the requirements of 
§ 440.7a(a) (1) of this chapter.

(2) Labeling. It  shall be labeled in ac
cordance with the requirements of 
paragraph (c) of this section and § 510.- 
55 of this chapter.

(3) Requests for certification; samples. 
In addition to complying with the re
quirements of § 514.50 of this chapter, 
each such request shall contain:

(1) The results of tests and assays on:
(a) The ampicillin trihydrate used in 

making the batch for potency, safety, 
loss on'drying, pH, ampicillin content, 
crystallinity, and identity.

(b) The batch for potency, sterility, 
and moisture.

(ii) Samples required:
(a) The ampicillin trihydrate used in 

making the batch: 10 packages, each 
containing approximately 300 milligrams.

(b) The batch:
Cl) For all tests except sterility: A 

minimum of 5 immediate containers.
(2) For sterility testing: 20 immedi

ate containers, collected at regular inter
vals throughout each filling operation.

(b) Tests and methods of assay— (1) 
Potency. Use either of the following 
methods; however, the results obtained 
from the microbiological agar diffusion 
assay shall be conclusive:

(1) Microbiological agar diffusion as
say. Proceed in accordance with § 436.105 
of this chapter, preparing the sample as 
follows: Using a 22-gage hypodermic 
needle and suitable syringe, place an ac
curately measured representative portion 
of the sample (usually 1 milliliter) into 
a high-speed glass blender jar. Add 1.0 
milliliter of polysorbate 80 and sufficient 
0.1M potassium phosphate buffer, pH 8.0 
(solution 3) to give a stock solution of 
convenient concentration. Blend for 3 to 
5 minutes. Further dilute with solution 3 
to the reference concentration of 0.1 
microgram of ampicillin per milliliter.

(ii) Iodometric assay. Proceed as di
rected in § 436.204 of this chapter, pre
paring the sample as follows: Using a 
suitable syringe and needle, transfer a
2.5-milliliter portion of the sample to a 
separatory funnel containing 100 milli
liters of diethyl ether. Extract twice with 
150 milliliters of 0.2N hydrochloric acid, 
collecting the extracts in a 500-milliliter 
volumetric flask. Bring to volume with 
distilled water to obtain a concentration 
of 1 milligram per milliliter (estimated).

(2) Sterility. Proceed as directed in 
§ 436.20 of this chapter, using the method 
described ip paragraph (e) (2) of that
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section, except use medium B in lieu of 
medium A.

(3) Moisture. Proceed as directed in 
§ 436.201 of this chapter.

(c) Conditions of marketing— (1) 
Specifications. Sterile ampicillin suspen
sion contains 200 milligrams of ampicillin 
(as ampicillin trihydrate) per milliliter 
of nonaqueous vehicle and conforms to 
the requirements of paragraph (a) of 
this section.

(2) Sponsor.^Bee No. 000003 in § 510.- 
600(c) of this chapter.

(3) Related tolerances. See § 556.40 of 
this chapter.

(4) Conditions of use. (i) The drug is 
administered intramuscularly to calves 
for the treatment of bacterial enteritis 
caused by E. coli susceptible to ampicil
lin.

(ii) It  is administered at a dose of 3 
milligrams per pound of body weight, 
once or twice daily, for up to 3 days..

(iii) It is not for use in other animals 
raised for food production.

(iv) Treated animals must not be 
slaughtered for food use during treat
ment or for 9 days after the last treat
ment.

(v) Federal law restricts this drug to 
use by or on the order of a licensed veter
inarian. >
§ 540.207b Sterile ampicillin trihydrate 

for suspension.
(a) Requirements for certification—

(1) Standards of identity, strength, 
quality, and purity. Sterile ampicillin 
trihydrate for suspension is a dry 
mixture of ampicillin trihydrate and 
one or more suitable and harmless 
buffer substances, stabilizers, suspending 
agents, and preservatives. Its potency is 
satisfactory if it is not less than 90 per
cent and not more than 120 percent of 
the number of milligrams of ampicillin 
that it is represented to contain. It  is 
sterile. It is nonpyrogenic. It passes the 
safety test. Its loss on drying is not less 
than 11.4 percent and not more than 14.0 
percent. When reconstituted as directed 
in the labeling, its pH is not less than 5.0 
and not more than 7.0. The ampicillin 
trihydrate used conforms to the require
ments of § 440.7a of this chapter.

(2) Labeling. It  shall be labeled in ac
cordance with the requirements of 
paragraph (c) of this section and § 510.55 
of this chapter, and in addition, this drug 
shall be labeled “sterile ampicillin for 
suspension, veterinary” .

(3) Requests for certification; samples. 
In addition to complying with the re
quirements of § 514.50 of this chapter, 
each such request shall contain:

(i) Results of tests and assays on:
(a) The ampicillin trihydrate used in 

making the batch for potency, loss on 
drying, pH, ampicillin content, concord
ance, crystallinity, and identity.

(b) The batch for potency, sterility, 
pyrogens, safety, loss on drying, and pH.

(ii) Samples required:
(a) The ampicillin trihydrate used in 

making the batch: 10 packages, each 
containing approximately 300 milli
grams.

(b) The batch:

(1) For all tests except sterility: A 
minimum of 12 immediate containers.

(2) For sterility testing: 20 immediate 
containers, collected at regular intervals 
throughout each filling operation.

(b) Tests and methods of assay— (1) 
Potency— (i) Sample preparation. Re
constitute as directed in the labeling. 
Using a suitable hypodermic needle and 
syringe, remove all of the withdrawable 
contents if it is represented as a single 
dose container or, if the labeling speci
fies the amount of potency in a given vol
ume of the resultant preparation, remove 
an accurately measured representative 
portion from each container. Dilute the 
resultant solution with O.likf potassium 
phosphate buffer, pH 8.0 (solution 3), for 
the microbiological agar diffusion assay, 
or distilled water for the iodometric as
say, to give a stock solution of conven
ient concentration.

(ii) Assay procedure. Use either of the 
following methods; however, the results 
obtained from the microbiological agar 
diffusion assay shall be conclusive.

(a) Microbiological agar diffusion as
say. Proceed as directed in § 436.105 of 
this chapter, diluting an aliquot of the 
stock solution with solution 3 to the ref
erence concentration of 0.1 microgram of 
ampicillin per milliliter (estimated).

(b) Iodometric assay. Proceed as di
rected in § 436.204 of this chapter, di
luting an aliquot of the stock solution 
with distilled water to the prescribed 
concentration.

(2) Sterility. Proceed as directed in 
§ 436.20 of this chapter, using the 
method described in paragraph (e) (1) 
of that section, except in lieu of para
graph (e) (1) (i) (a ) , prepare the sample 
for test as follows: From each of 10 im
mediate containers, aseptically transfer 
approximately 300 milligrams of sample 
into a sterile 500-milliliter Erlenmeyer 
flask containing approximately 400 milli
liters of diluting fluid D. Add at least
200,000 Levy units1 of penicillinase. Re
peat the process using 10 additional con
tainers. Swirl both of the stoppered flasks 
to completely solubilize the suspension 
prior to filtration and proceed as di
rected in paragraph (e) (1) (ii) of that 
section. I f  the formulation cannot be fil
tered, proceed as directed in § 436.20(e)
(2), except use medium B in lieu of me
dium A and add at least 40,000 Levy units 
of penicillinase to both medium B and 
medium E.

(3) Pyrogens. Proceed as directed in 
§ 436.32(f) of this chapter, using a solu
tion containing 20 milligrams of ampicil
lin per milliliter.

(4) Safety. Proceed as directed in 
§ 436.33 of this chapter.

(5) Loss on drying. Proceed as directed 
in § 436.200(a) of this chapter.

(6) pH. Proceed as directed in § 436.- 
202 of this chapter, using the solution

1 One Levy unit of penicillinase inactivates 
59.3 units of penicillin G in 1 hour at 25° C. 
and at a pH of 7.0 in a phosphate buffered 
solution of a pure alkali salt of penicillin 
G when the substrate is in sufficient con
centration to maintain a zero order reac
tion.

obtained when the product is reconsti
tuted as directed in the labeling.

(c) Conditions of marketing— (1) 
Specifications. Sterile ampicillin trihy
drate for suspension conforms to the 
standards of identity, strength, quality, 
and purity prescribed by paragraph (a) 
of this section.

(2) Sponsor. See No. 000015 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It  is usecl 
in dogs and cats as a treatment against 
strains of organisms susceptible to ampi
cillin and associated with respiratory 
tract infections, urinary tract infections, 
gastrointestinal infections, skin infec
tions, soft tissue infections, and postsur- 
gical infections.

(ii) Dosage is administered to dogs and 
cats at 3 milligrams per pound of body 
weight twice daily by subcutaneous or 
intramuscular injection. Treatment 
should be continued for 48 to 72 hours 
after the animal has become afebrile or 
asymptomatic.

(iii) It is used in cattle in the treat
ment of respiratory tract infection 
caused by organisms susceptible to ampi
cillin trihydrate, bacterial pneumonia 
(shipping fever, calf pneumonia, and 
bovine pneumonia) caused by Aerobacter 
spp., Klebsiella spp., Staphylococcus spp., 
Streptococcus spp., Pasteurella multo- 
cida, and E. coli.

(iv) It is administered to cattle at a 
dosage level of 2 to 5 mg/lb of body 
weight once daily by intramuscular in
jection.

(v) Do not treat cattle for more than 
7 days. Milk from treated cows must not 
be used for food during treatment, and 
for 48 hours (4 milkings) after the last 
treatment. Treated cattle must not be 
slaughtered for food during treatment, 
and for 144 hours (6 days) after the last 
treatment.

(vi) Federal law restricts this drug to 
use by or on the order of a licensed Vet
erinarian.
§ 540.250 Penicillin-streptomycin; peni

cillin-dihydrostreptomycin.
(a) Requirements for certification—

(1) Standards of identity, strength, 
quality, and purity. Penicillin-streptomy
cin and penicillin-dihydrostreptomycin 
are procaine penicillin, crystalline, sodi
um penicillin, potassium penicillin, l- 
ephenamine penicillin G, or diethylami- 
noethyl ester penicillin G hydriodide or 
a mixture of two or more such salts and 
streptomycin sulfate of dihydrostrepto
mycin sulfate, with or without suitable 
and harmless buffer substances and sus
pending or dispersing agents. Each drug 
is sterile, nontoxic, and nonpyrogenic. 
Its moisture content is not more than 3.5 
percent, except if it contains procaine 
penicillin its moisture content is not 

j  more than 4.2 percent. When prepared 
for injection as directed in its labeling, 
its pH is not less than 5.0 and not more 
than 7.5. The penicillin used conforms to 
the requirements of §§ 440.61a(a) (1), 
440.65a(a) (1), 440.74a(a) (1), or 440.80a 
(a) (1) of this chapter. The streptomycin 
sulfate used conforms to the require
ments prescribed for streptomycin sul-
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fate by § 440.70a(a) (1) of this chapter. 
The dihydrostreptomycin sulfate used 
conforms to the requirements prescribed 
for dihydrostreptomycin sulfate by 
§ 444.10a(a) of this chapter. Each other 
substance used, if its name is recognized 
in the U.S.P. or N.F., conforms to the 
standards prescribed therefor by such of
ficial compendium. Penicillin-streptomy
cin is also the drug described in § 540.274 
f(a ) of this chapter if it conforms to all 
requirements of that section and of 
§ 540.274f(b) of this chapter, except that 
it contains streptomycin in lieu of a mix
ture of streptomycin and dihydrostrepto
mycin.

(2) Packaging. In all cases the imme
diate containers shall be tight containers 
as defined by the U.S P., shall be sterile 
at the time of filling and closing, shall be 
so sealed that the contents cannot be 
used without destroying such seal, and 
shall be of such composition as will not 
cause any change in the strength, qual
ity, or purity of the contents beyond any 
limit therefor in applicable standards ex
cept that minor changes so caused that 
are normal and unavoidable in good 
packaging, storage, and distribution 
practice shall be disregarded. In case it 
is packaged for dispensing, it shall be in 
immediate containers of transparent 
glass, closed by a substance through 
which a hypodermic needle may be in
troduced and withdrawn without remov
ing the closure or destroying its effective
ness. Each such container may be pack
aged in combination with a container of 
a solvent consisting of water for inject 
tion U.S.P., dextrose injection U.S.P., or 
sodium chloride injection U.S.P.

(3) Labeling— (i) It  is packaged for 
dispensing. In addition to the labeling 
requirements prescribed by1 § 201.105 of 
this chapter (regulations issued under 
section 502(f) of the act), each package 
shall bear on its label or labeling, as 
hereinafter indicated, the following:

(a) On the outside wrapper or con
tainer and the immediate container,
the statement “Expiration date ----------
______________ ” , the blank being filled in
with the date that is 48 months after the 
month in which the batch was certified, 
except that the blank may be filled in 
with the date that is 60 months after the 
month during which the batch was certi
fied if the person who requests certifica
tion has submitted to the Commissioner 
results of tests and assays showing that 
after having been stored for such period 
of time such drug as prepared by him 
complies with the standards prescribed 
by paragraph (a) (1) of this section, and 
except that in no case shall the blank be 
filled in with the date that is more than 
24 months after the month in which 
the batch was certified if it contains 
diethylaminoethyl ester penicillin G 
hydriodide.

(b) In lieu of the statement “Caution: 
Federal law restricts this drug to sale 
by or on the order of a licensed veteri
narian” , each package shall include in
formation containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity

(c) I f  it does not contain diethylami
noethyl penicillin G hydriodide and is in-
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tended for use in the treatment of food- 
producing animals, the labeling shall 
bear the statement “Warning—The use 
of this drug must be discontinued for 30 
days before treated animals are slaugh
tered for food” , and, if the drug is in
tended for use in animals producing milk 
for human, consumption, the labeling 
shall also bear the statement required by 
§ 510.106 of this chapter.

(d) I f  it contains diethylaminoethyl 
penicillin G hydriodide, the labeling shall 
bear the statement “Warning—Not for 
use in animals which are raised for food 
production”.

(ii) I t  is packaged solely for manufac
turing use and/or repacking. Each 
package shall bear on its outside wrapper 
or container and the immediate con
tainer the following:

(a) The number of units of each salt 
of penicillin in each gram.

(b) The number of milligrams of 
streptomycin or dihydrostreptomycin in 
each gram.

(c) The statement “Caution: Federal 
law prohibits dispensing without pre
scription”.

(d) The statement “For manufactur
ing use” . “For repacking” , or “For man
ufacturing use or repacking” .

(e) The information required by para
graph (a) (3) (i) (a) of this section.

(4) Request for certification; samples. 
(i) In addition to complying with the 
requirements of § 514.50 of this chapter, 
a person who requests certification of a 
batch of penicillin and streptomycin or 
penicillin and dihydrostreptomycin shall 
submit with his request a statement 
showing the batch mark, the number of 
packages of each size in such batch, the 
number of units of each salt of penicillin, 
and the number of grams of streptomy
cin or dihydrostreptomycin in each pack
age, the batch marks, and (unless they 
were previously submitted) the dates on 
which the latest assays of the penicillin 
and streptomycin or dihydrostreptomy
cin used in making such batch were com
pleted, the date on which the latest assay 
of the drug comprising such batch was 
completed, the quantity of each ingredi
ent used in making the batch and a 
statement that each such ingredient con
forms to the requirements prescribed 
therefor by this section. I f  such batch, or 
any part thereof is to be packaged with a 
solvent, such request shall also be accom
panied by a statement that such solvent 
conforms to the requirements prescribed 
therefor by this section.

(ii) Except as otherwise provided by 
paragraph (a) (4) (v) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following, 
made by him on an accurately repre
sentative sample of:

(a) The batch; potency, sterility, 
toxicity, pyrogens, moisture. pH.

(b) The procaine penicillin used in 
making the batch; potency, crystallinity, 
penicillin K  content (unless it is pro
caine penicillin G ) , and the penicillin G 
content if it is procaine penicillin G.

(c) The crystalline sodium or potas
sium penicillin used in making the 
batch; potency, crystallinity, heat sta-
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bility, penicillin K  content (unless it is 
crystalline penicillin G ), and the peni
cillin G content if it is crystalline peni
cillin G.

(d) The Z-ephanamine penicillin G 
used in making the batch; potency, 
crystallinity, heat stability, penicillin G 
content, and specific rotation.

(e) The diethylaminoethyl ester peni
cillin G hydriodide used in making the 
batch; potency, crystallinity, and peni
cillin G content.

(/) The streptomycin or dihydro
streptomycin used in making the batch; 
potency, histamine content, streptomy
cin content if it is dihydrostreptomycin, 
and crystallinity if it is crystalline dihy
drostreptomycin.

(iii) Except as otherwise provided by 
paragraph (a) (4) (v) of this section, if 
such batch is packaged for dispensing, 
such person shall submit in connection 
with his request in the quantities here
inafter indicated accurately representa
tive samples of the following:

(a) The batch:
(1) For all tests except sterility: One 

immediate container for each 5,000 im
mediate containers in such batch, but 
in no case less than 12 immediate 
containers.
Such samples shall be collected by taking 
single immediate containers at such 
intervals throughout the entire time of 
packaging the batch that the quantities 
packaged during the intervals are ap
proximately equal.

(2) For sterility testing: 20 immediate 
containers, collected at regular intervals 
throughout each filling operation, or 40 
immediate containers if each contains 
less than 600 milligrams.

(b) The procaine penicillin used in 
making the batch; 3 packages contain
ing approximately equal portions of not 
less than 0.5 gram each packaged in ac
cordance with the requirements of 
§ 440.74a(a) (2) of this chapter.

(c) The crystalline pencillin used in 
making the batch; 3 packages contain
ing approximately equal portions of not 
less than 250 milligrams each packaged 
in accordance with the requirements of 
§ 440.80a (a) (2) of this chapter.

(d) The Z-ephenamine penicillin G 
used in making the batch; 3 packages 
containing approximately equal portions 
of not less than 0.5 gram each packaged 
in accordance with the requirements of 
§ 440.65a(a) (2) of this chapter.

(e) The diethylaminoethyl ester peni
cillin G hydriodide used in making the 
batch; 3 packages containing approxi
mately equal portions of not less than 0.5 
gram each, packaged in accordance with 
§ 440.61a(a) (2) of this chapter.

(/) The streptomycin or dihydro
streptomycin used in making the batch; 
6 packages containing approximately 
equal portions of not less than 0.5 gram 
each, packaged in accordance with the 
requirements of § 444.70a(a) (2) of this 
chapter.

(g) In case of an initial request for 
certification, each other ingredient used 
in making the batch; one package of 
each containing approximately 5 grams.

(iv) I f  such batch is packaged for re
packing, such person shall submit with
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his request a sample consisting of the 
following:

(a) For all tests except sterility; 12 
approximately equal portions of at least 
2 grams.

(b) For sterility testing; 20 packages, 
each containing approximately equal 
portions of at least 600 milligrams.
Each such portion shall be taken from a 
different part of such batch, and each 
shall be packaged in a separate container 
and in accordance with the requirements 
of paragraph (b) of this section.

(v) No result referred to in paragraph 
(a) (4) (ii) (b), (c ), (d ), (e) and (/) 
of this section and no samples referred 
to in paragraph (a) (4) (iii) (b), (c ), (<Z7, 
(/), and (p) of this section are required 
if such result or sample has been previ
ously submitted.

(b) Tests and methods of assay— (1) 
Potency— (i) Sodium or potassium 
penicillin content. Proceed as directed 
in § 436.503(b) of this chapter, except 
prepare the sample as follows: Add the 
indicated amount of distilled water to 
the contents of a vial of the sample and 
shake well. Withdraw one dose of the 
suspension or solution with a hypodermic 
syringe and place in a 10-milliliter volu
metric flask. Also, with the further ex
ception that in the idometric assay, one 
drop of 1.2 N HC1 is added to the 
blank immediately before the addi
tion of the 0.01 N I2. The sodium or po
tassium penicillin content is satisfactory 
if  it is not less than 85 percent of that 
which it is represented to contain.

(ii) Total penicillin content. Proceed 
as directed in § 440.80a(b) (1) of this 
chapter, except paragraphs (b) (1) (iv) 
and (ix) of that section. In lieu of 
the directions in § 440.80a(b) (1) (iv) of 
this chapter, place a representative 
aliquot of the sample in a blending jar, 
add 1.0 milliliter of polysorbate 80 and 
sufficient 1 percent phosphate buffer, pH
6.0, to make a total volume of 500 milli
liters. Blend 3 to 5 minutes. For the al
ternative iodometric test, proceed as 
directed in § 440.80a(b) (5) (iv) (a) of 
this chapter, except add one drop of 1.2 
N HC1 to the blank immediately before 
the addition of the 0.01 N I2.

(iii) Procaine penicillin content. Pro
ceed as directed in § 436.503(c) of this 
chapter. The procaine penicillin content 
is satisfactory if it is not less than 85 
percent of that which it Is represented to 
contain.

(iv) l-Ephenamine penicillin G con
tent. Proceed as directed in § 440.65a(b) 
(1) of this chapter, except that in the 
iodometric assay one drop of 1.2 N HC1 is 
added to the blank immediately before 
the addition of the 0.01 N  l 2. The l- 
ephenamine penicillin G content is sat
isfactory if it contains not less than 85 
percent of the number of units that it is 
represented, to contain.

(v) Diethylaminoethyl ester penicillin 
G hydriodide content. Proceed as di
rected in § 440.61a(b) (1) of this chapter, 
except that in the iodometric assay one 
drop of 1.2 N  HC1 is added to the blank
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immediately before the addition of the 
0.01 N I2. The diethylaminoethyl ester 
penicillin G hydriodide content is satis
factory if it contains not less than 85 
percent of the number of units that it is 
represented to contain.

(vi) Streptomycin content. Proceed 
as directed in § 444.70a(b) (1) (x) and 
(xi) of this chapter.

(vii) Dihydrostreptomycin c o n t e n t .  
Proceed as directed in § 444.10a(b) (1) of 
this chapter.

(2) Sterility. Proceed as directed in 
§ 436.20 of this chapter, using the method 
described in paragraph (e )(1 ) of that 
section, except if the product contains 
procaine penicillin add sufficient peni
cillinase to the diluting fluid to solubilize 
the procane penicillin. Use diluting fluid 
A; if the product contains lecithin, use 
diluting fluid D instead. Swirl the flask 
to completely solubilize the procaine 
penicillin before filtration. I f  the product 
contains sodium carboxymethylcellulose, 
add sufficient sterile carboxymethylcel- 
lulase to diluting fluid A or D to com
pletely solubilize the sodium carboxy
methylcellulose before filtration. I f  the 
preparation contains Z-ephenamine pen
icillin, or agents that prevent solubiliza
tion, proceed as directed in § 436.20(e) 
(2) of this chapter, using medium B in 
lieu of medium A.

(3) Toxicity. Proceed as directed in 
§ 440.80a(b) (4) of this chapter, using as 
a test dose 0.5 milliliter of a solution of 
the sample containing 1.0 milligram of 
streptomycin or dihydrostreptomycin 
per milliliter.

(4) Pyrogens. Proceed as directed in 
§ 440.80a(b) (3) of this chapter, using 
as a test dose 2 milliliters per kilogram of 
a solution containing 5 milligrams of 
streptomycin or dihydrostreptomycin 
per milliliter.

(5) Moisture. Proceed as directed in 
§ 440.80a(b) (5)„(i) of this chapter, ex
cept that if procaine penicillin is used 
proceed as directed in § 440.74a(b) (5) of 
this chapter.

(6) pH. Proceed as directed in § 440.- 
80a(b) (5) (ii) of this chapter, using the 
solution or suspension resulting when 
the amount of diluent recommended in 
the labeling is added.
§ 540.253 Aluminum penicillin in oil.

(a) Requirements for certification. (1) 
The requirements for certification for 
aluminum penicillin in oil are described 
under § 440.253 of this chapter.

(2) When it is packaged for dispensing 
and is intended solely for veterinary use, 
its label and labeling shall comply with 
all the requirements prescribed by § 440.- 
253(a) (3) of this chapter, except that in 
lieu of the statement “Caution: Federal 
law prohibits dispensing without pre
scription” , each package shall include 
information containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity.

(b) Tests and methods of assay. The 
tests and methods of assay for aluminum 
penicillin in oil are described under 
§ 440.253 of this chapter.

§ 540.255 Benzathine penicillin G im
plantation and injectable dosage 
forms.

§ 540.255a Sterile benzathine penicillin 
G suspension.

(a) Requirements for certification. 
The requirements for certification for 
benzathine penicillin G for aqueous in
jection for veterinary use are described 
under § 440.255b of this chapter, with 
the following exceptions:

(1) Packaging. It  need not be pack
aged for dispensing in immediate con
tainers o f colorless transparent glass. I f  
it is the aqueous suspension of the drug, 
conspicuously labeled for veterinary use, 
the container is exempt from the 10- 
milliliter-maximum requirement pre
scribed by § 440.255b(a) (2) of this 
chapter. $

(2) Labeling. When it is packaged for 
dispensing and intended solely for vet
erinary use, its label and labeling shall 
comply with all requirements prescribed 
by § 440.255b(a) (3) of this chapter, ex
cept that in lieu of the requirements of 
§ 201.100 of this chapter, it shall be la
beled in accordance with the require
ments prescribed by § 201.105 of this 
chapter, issued under section 502(f) of 
the act.

(b) Tests and methods of assay. The 
tests and methods of assay for benza
thine penicillin G for aqueous injection 
are described under § 440.255b of this 
chapter.

(e) Conditions of marketing— (1) 
Specifications. Meets the specifications 
in paragraph (a) of this section.

(2) Sponsor. See No. 000008 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It  is used 
for the treatment of bacterial infections 
susceptible to penicillin G in horses and 
dogs.

(ii) Inject intramuscularly in horses at
4,000 units per pound of body weight. 
Inject intramuscularly or subcutane
ously in dogs at 12,000 to 24,000 units 
per pound of body weight. The dosage 
should be repeated in 48 hours.

(iii) Not to be used in animals in
tended for food purposes.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 540.255b Benzathine penicillin G in 

oil.
(a) Requirements for certification. (1) 

The requirements for certification for 
benzathine penicillin G in oil are de
scribed under § 440.255a of this chapter.

(2) I f  it is packaged for dispensing and 
intended solely for veterinary use, it shall 
be labeled in accordance with the re
quirements of § 510.55(d) of this chapter, 
except that it shall be labeled in accord
ance with the requirements prescribed by 
§ 201.105 of this chapter, issued under 
section 502 ( f ) of the act.

(b) Tests and methods of assay. The 
tests and methods of assay for benza
thine penicillin G in oil are described 
under § 440.255a of this chapter.
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§ 540.255c Benzathine penicillin G and 
procaine penicillin for aqueous in
jection.

(a) Requirements for certification. The 
requirements for certification for benza
thine penicillin G and procaine penicil
lin for aqueous injection are described 
under § 440.255c of this chapter.

(b) Tests and methods of assay. The 
tests and methods of assay for benza
thine penicillin G and procaine penicillin 
for aqueous injection are described 
under § 440.255c of this chapter.

(c) Conditions of marketing— (1) 
Specifications. Meets the specifications 
in paragraph (a) of this section. Each 
cubic centimeter contains 150,000 units 
of benzathine penicillin G and 150,000 
units of procaine penicillin G in aqueous 
suspension.

(2) Sponsor. See Nos. 000856, 000008, 
and 000015 in § 510.600(c) of this 
chapter.

(3) Related tolerances. See § 556.510 of 
this chapter.

(4) Conditions of use. (i) It is used for 
the treatment of bacterial infections sus
ceptible to penicillin G in horses, dogs, 
and beef cattle.

(ii) Inject intramuscularly in horses at 
2 cubic centimeters per 150 pounds of 
body weight. Inject intramuscularly or 
subcutaneously in dogs at 1 cubic cen
timeter per 10 to 25 pounds of body 
weight. Inject beef cattle subcutaneously 
only at 2 cubic centimeters per 150 
pounds body weight. The dosage should 
be repeated in 48 hours.

(iii) Treatment in beef cattle should be 
limited to two doses. Not to be used in 
beef cattle within 30 days of slaughter 
nor in horses intended for food purposes.

(iv) Restricted to use by or on the or
der of a licensed veterinarian.
§ 540.259 Chloroprocaine penicillin O 

aqueous injection.
(a) Requirements for certification— 

(1) The requirements for certification for 
chloroprocaine penicillin O for aqueous 
injection are described under § 440.259 
of this chapter.

(2) When it is packaged for dispens
ing and intended solely for veterinary 
use, its label and labeling shall comply 
with all the requirements prescribed by 
§ 440.259(a) (3) of this chapter, except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing without 
prescription” , each package shall in
clude information containing directions 
and warnings adequate for the veteri
nary use of the drug by the laity and 
the statement “Warning—Not for use in 
animals which are raised for food pro
duction” .

(b) Tests and methods of assay. The 
tests and methods of assay for chloro
procaine penicillin O for aqueous injec
tion are described under § 440.259 of 
this chapter.
§ 540.260 Dibenzylamine penicillin and 

streptomycin in oil; dibenzylamine 
penicillin and dihydrostreptomycin 
in oil.

(a) Reauireme^ts for certification. 
Dibenzylamine penicillin and strep

tomycin in oil and dibenzylamine peni
cillin and dihydrostreptomycin in oil 
conform to all the requirements pre
scribed by § 540.274e(a) for procaine 
penicillin and dihydrostreptomycin in 
oil and are subject to all procedures pre
scribed by § 540.274e(a) for procaine 
penicillin and streptomycin in oil and 
procaine penicillin and dihydrostrepto- 
mycin in oil except that dibenzylamine 
penicillin is used in lieu of procaine 
penicillin. The dibenzylamine penicillin 
used conforms to the requirements of 
§ 440.60(a) ( i )  of this chapter, except 
paragraph (a )(1 ) (ii), (iii) (unless it is 
intended for subcutaneous injection in 
fowl), and (iv) of that section.

(b) Tests and methods of assay— (1) 
Potency— (i) Penicillin content. Proceed 
as directed in § 440.284a(b) (1) of this 
chapter, except the last sentence thereof. 
Its content of penicillin is satisfactory 
if it contains not less than 85 percent of 
the number of units ner milliliter that it 
is represented to contain.

(ii) Streptomycin content. Using 1.0 
milliliter as the test sample, proceed as 
directed in § 536.501(a) (2). Its content 
of streptomycin is satisfactory if it con
tains not less than 85 percent of the 
number of milligrams per milliliter that 
it is represented to contain.

(iii) Dihydrostreptomycin content. Us
ing 1.0 milliliter as the test sample, pro
ceed as directed in § 536.501(a) (3). Its 
content of dihydrostreptomycin is satis
factory if it contains not less than 85 per
cent of the number of milligrams per 
milliliter that it is represented to con
tain.

(2) Moisture. Using 1.0 milliliter as 
the test sample, proceed as directed in 
§ 436.500(c) of this chapter.
§ 540.261 Diethylaminoethyl ester pen

icillin G hydriodide for aqueous in
jection (penicillin G diethyloniino- 
ethyl ester hydriodide for aqueous in
jection) .

(a) Requirements for certification— 
(1) The requirements for certification 
for diethylaminoethyl ester penicillin G 
hydriodide for aqueous injection (peni
cillin G diethylaminoethyl ester hydrio
dide for aqueous injection) are described 
under § 440.261 of this chapter.

(2) When it is packaged for dispensing 
and intended solely for veterinary use, 
its label and labeling shall comply with 
all the requirements prescribed by 
§ 440.261(a) (3) of this chapter, except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing without 
prescription” , each package shall include 
information containing directions and 
warnings adequate for the veterinary 
use of the drug by the laity and" the state
ment “Warning—Not for use in animals 
which are raised for food production” .

(b) Tests and methods of assay. The 
tests and methods of assay for diethyl
aminoethyl ester penicillin G hydriodide 
for aqueous injection (penicillin G di
ethylaminoethyl ester hydriodide for 
aqueous injection) are described under 
§ 440.261 of this chapter.

§ 540.265 I-Ephcnamine penicillin G 
implantation and injectable dosage 
forms.

§ 540.265a 1-Ephenamine penicillin G 
in oil.

(a) Requirements for certification— 
(1) The requirements for certification 
for Z-ephenamine penicillin G in oil 
are described under § 440.265a(a) of this 
chapter.

(2) When it is packaged for dispensing 
and it is intended solely for veterinary 
use, its label and labeling shall comply 
with all the requirements prescribed by 
§ 440.265a(a) (3) of this chapter, except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing without 
prescription”, each package shall include 
information containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity and the state
ment “Warning—Not for use in animals 
which are raised for food production”.

(b) Tests and methods of assay. The 
tests and methods of assay for Z-ephena
mine penicillin G in oil are described 
under § 440.265a(b) of this chapter.
§ 540.265b 1-Ephenamine penicillin G 

for aqueous injection.
(a) Requirements for certification. (1) 

The requirements for certification for 
Z-ephenamine penicillin G for aqueous 
injection are described under § 44.- 
265b (a) of this chapter.

(2) When it is packaged for dispensing 
and it is intended solely for veterinary 
use: (i) Its label and labeling shall com
ply with all the requirements prescribed 
by § 440.265b(a) (3) of this chapter, ex
cept that in lieu of the statement “Cau
tion: Federal law prohibits dispensing 
without prescription” , each package shall 
include information containing directions 
and warnings adequate for the veterinary 
use of the drug by the laity.

(ii) I f  it is intended for use in animals 
raised for food production, it shall be 
used in accordance with paragraph (c) 
of this section.

(b) Tests and methods of assay. The 
tests and methods of assay for Z-ephena
mine penicillin G for aqueous injection 
are described under § 440.265b(b) of this 
chapter.

(c) Conditions of marketing— (1) 
Specifications. Complies with the require
ments of paragraph (a) of this section.

(2) Sponsor. [Reserved]
(3) Special considerations, (i) The 

labeling shall bear the statement “ Warn
ing—The use of this drug must be dis
continued for 5 days before treated 
animals are slaughtered for food.”

(ii) I f  the drug is intended for use in 
animals producing milk for human con
sumption, the labeling shall also bear 
the statement “Milk that has been taken 
from animals during treatment and for

_hours (____ milkings) after the
latest treatment must not be used for 
food” , the blanks being filled with the 
figures 96 and 8 respectively, unless the 
sponsor of the drug has submitted the 
results of tests and assays demonstrating 
that residues of the drug in milk from 
treated animals persist for a shorter pe-
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riod of time and the shorter period is 
authorized by the Commissioner.

(iv) I f  the drug is intended for use in 
poultry, the labeling shall bear a state
ment that the drug is not to be used in 
birds producing eggs for human 
consumption.

(4) Related tolerances. See § 556.510 
of this chapter.

(5) Conditions of use. As an intramus
cular injection in food-producing ani
mals in an amount not to exceed 2,000 
units per pound of body weight per day.
§ 540.274 Procaine penicillin G implan

tation and injectable dosage forms.
§ 540.274a Procaine penicillin for aque

ous injection.
(a) Requirements for certification. 

(1) The requirements for certification for 
procaine penicillin for'aqueous injection 
are described under § 440.274b of this 
chapter.

(2) When procaine penicillin for 
aqueous injection is packaged for dis
pensing and intended solely for veter
inary use, its label and labeling shall 
comply with all the following require
ments:

(1) I f  it does not contain cortisone or 
a derivative of cortisone, its label and 
labeling shall comply with all of the 
requirements prescribed by § 440.274b(a)
(3) of this chapter, except in lieu of the 
statement “Caution: Federal law pro
hibits dispensing without prescription” , 
each package shall include information 
containing directions and warnings ade
quate for the veterinary use of the drug 
by the laity in all cases except those in 
which the veterinary prescription state
ment is required by regulations under 
this Subchapter E. In those cases, the 
veterinary prescription statement shall 
comply with the requirements prescribed 
by § 201.105 of this chapter.

(ii) I f  it contains cortisone or a deriva
tive of cortisone, the label and labeling of 
each package shall conform with the re
quirements prescribed by § 201.105 of this 
chapter and with the requirements of 
§ 510.55 of this chapter.

(iii) I f  it is intended for use in animals 
raised for food production, it shall be 
used in accordance with paragraph (c) 
of this section.

(b) Tests and methods of assay. The 
tests and methods of assay for procaine 
penicillin for aqueous injection are de
scribed under § 440.274b of this chapter.

(c) Conditions -\ of marketing— (1) 
Specifications. Complies with the require
ments of paragraph (a) of this section.

(2) Sponsor. [Reserved]
(3) Special considerations, (i) The la

beling shall bear the statement “Warn
ing—The use of this drug must be 
discontinued for 5 days before treated 
animals are slaughtered for food.”

(ii) I f  the drug is intended for use in 
animals producing milk for human con
sumption, the labeling shall also bear the 
statement “Milk that has been taken 
from animals during treatment and for
--------hours (_______milkings) after the
latest treatment must not be used for 
food” , the blanks being filled with the
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figures 96 and 8 respectively, unless the 
sponsor of the drug has submitted the 
results of tests and assays demonstrating 
that residues of the drug in milk from 
treated animals persist for a shorter pe
riod of time and the shorter period is 
authorized by the Commissioner.

(iii) I f  the drug is intended for use in 
poultry, the labeling shall bear a state
ment that the drug is not to be used in 
birds producing eggs for human 
consumption.

(4) Related tolerances. See § 556.510 
of this chapter.

(5) Conditions of use. As an intramus
cular injection in food-producing ani
mals in an amount not to exceed 2,000 
units per pound of body weight per day.
§ 540.274b Procaine penicillin G aque

ous suspension. '
(a) Requirements for certification. 

The requirements for certification for 
procaine penicillin G aqueous suspension 
are described under § 540.274a.

(b) Tests and methods of assay. The 
tests and methods of assay for procaine 
penicillin G aqueous suspension are de
scribed under § 540.274a.

(c) Conditions of marketing— (1) (i) 
Specifications. Procaine penicillin G 
aqueous suspension conforms to the 
standards of identity, strength, quality, 
and purity prescribed by § 540.274a. 
Each milliliter contains 300,000 units of 
penicillin activity.

(ii) Sponsor. See No. 000986 in § 510.- 
600(c) of this chapter.

(iii) Conditions of use. (a) It is used 
as an intramuscular injection both in the 
treatment of tonsillitis in dogs and in the 
treatment of strangles in horses when 
such conditions are caused by pathogens 
susceptible to penicillin G.

(b) It is administered to dogs at 10,000 
to 15,000 units per pound of body weight 
per day and to horses at 3,000 to 5.000 
units per pound of body weight per day.

(c) The label and labeling shall bear, 
in addition to the other information re
quired by the act, a statement that the 
drug is not for use in food-producing 
animals and a statement that Federal 
law restricts this drug to use bv or on the 
order of a licensed veterinarian.

(2) (i) Specifications. Procaine peni
cillin G aqueous suspension conforms to 
the standards of identity, strength, 
quality, and purity prescribed by § 540.- 
274a. Each milliliter contains 300,000 
units of penicillin activity.

(ii) Svonsor. See No. 000003 in § 510.- 
600(c) of this chanter.

(iii) Conditions of use. (a) It  is used 
as an intramuscular injection in dogs 
and cats in the treatment of infections 
caused bv penicillin sensitive organisms.

(b) It is administered to dogs and cats 
at a dosage level of 10.000 units per 
pound of body weight daily at 24-hour 
intervals. Dailv treatment should be con
tinued for at least 48 hours after tem
perature has returned to normal and all 
other signs of infection have subsided.

(c) Federal law restricts this drug to 
use by' or on the order of a licensed 
veterinarian.

§ 540.274c Procaine penicillin G in oil.
(a) Requirements for certification. 

The requirements for certification for 
procaine penicillin G in oil are described 
under § 440.274a of this chapter, with the 
following exceptions:

( 1 ) Standards of identity, strength, 
quality and purity. I f  it is conspicuously 
labeled for veterinary use it may contain 
furaltadone in accordance with § 121.249 
(a) (5) of this chapter and is exempt 
from the potency requirement in- § 440.- 
274a(a) (1) of this chapter. It is sterile 
only if it is packaged and labeled solely 
for udder instillations of cattle and it 
contains furaltadone. I f  the procaine 
penicillin G in oil is packaged and la
beled solely for udder instillations of 
cattle and is hot required to be sterile, 
the penicillin used is exempt from the 
requirements of § 440.74a(a) (1) (ii),
( i i i ) , and (iv) of this chapter.

(2) Packaging. I f  it is .labeled solely 
for udder instillations of cattle it may 
be packaged in plastic or collapsible tubes 
which shall be well closed containers as 
defined by the U.S.P. I f  it is packaged 
and labeled solely for veterinary use, it 
need not meet the requirements for 
quantity of procaine penicillin in oil in 
each container, as described in § 440.274a 
(a) (2) of this chapter.

(3) Labeling. When it is packaged for 
dispensing and intended solely for vet
erinary use :

(i) I f  it does not contain adrenocor
ticotropic hormone, it shall comply with 
§ 440.274a(a) (3) of this chapter, except 
in lieu of the statement “Caution: Fed
eral law prohibits dispensing without 
prescription”, each package shall include 
adequate directions and warnings for the 
veterinary use of the drug by the laity in 
all cases except those in which the veter
inary prescription statement is required 
by regulations under, this Subchapter E. 
In those cases, the veterinary prescrip
tion statement shall comply with the re
quirements prescribed by § 201.105 Of this 
chapter. I f  it is intended for udder in
stillation in cattle it shall be exempt 
from the requirements of § 201.100(b) (5) 
of this chapter.

(ii) I f  it contains adrenocorticotropic 
hormone, it shall comply with § 201.105 
of this chapter and with the require
ments of § 440.274a(a) (3) of this chap
ter.

(iii) Each package shall bear on its 
label and labeling, unless it is intended 
for udder instillation in cattle, the state
ment “Warning—Not for use in animals 
which are raised for food production” .

(4) Requests for certification; sam
ples. I f  the batch of procaine penicillin 
G in oil is intended solely for udder in
stillations of cattle and is not required 
to be sterile, test results for toxicity, ster
ility, and pyrogens are not required.

(b) Tests and methods of assay. The 
tests and methods of assay for procaine 
penicillin in oil are described under 
§ 440.274a of this chapter.

(c) Conditions of marketing— (1) 
Specifications. Sterile procaine penicil
lin G with aluminum stearate suspension
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conforms to the standards of identity, 
strength, quality, and purity prescribed 
by paragraph (a) of this section. Each 
milliliter contains 300,000 units of peni
cillin activity in sesame oil gelled with 
2 percent aluminum monostearate.

(2) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(3) Conditions of use— (i) It  is used 
as an intramuscular injection in the 
treatment of infections caused by peni
cillin-susceptible organisms such as 
Streptococci, Staphylococci, and Coryne- 
bacteria.

(ii) It is administered to dogs and 
cats at 10,000 units per pound of body 
weight once daily and to horses at 3,000 
units per pound of body weight once 
daily.

(iii) The label and labeling shall bear, 
in addition to the other information re
quired by the act, a statement that the 
drug is not for use in food-producing 
animals and a statement that Federal 
law restricts this drug to use by or on 
the order of a licensed veterinarian.
§ 540.274d Procaine penicillin in strep

tomycin sulfate solution; procaine 
penicillin in dihydrostreptomycin 
sulfate solution.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality, and purity. Procaine penicilliD 
in streptomycin sulfate solution is pro
caine penicillin G suspended in an aque
ous solution of streptomycin sulf ate. Pro
caine penicillin in dihydrostreptomycin 
sulfate solution is procaine penicillin 
suspended in an aqueous solution of di
hydrostreptomycin sulfate or crystalline 
dihydrostreptomycin sulfate. Such solu
tion shall contain one or more suitable 
and harmless buffer substances, preserv
atives, and suspending or dispersing 
agents, and it may contain one or more 
suitable and harmless stabilizing agents, 
procaine hydrochloride in a concentra
tion not exceeding 2 percent, a suitable 
antihistaminic, a suitable anticholinergic 
and cortisone, or a suitable derivative of 
cortisone. It is so ourified that:

(i) Each milliliter shall contain not 
less than 100,000 units of procaine peni
cillin and not less than 0.25 gram of 
streptomycin sulfate or dihydrostrepto
mycin sulfate, but each immediate con
tainer shall contain not less than 300,000 
units of procaine penicillin and not less 
than 0.25 gram of streptomycin sulfate 
or dihydrostreptomycin sulfate;

(ii) It is sterile;
(iii) It is nonpyrogenic;
(iv) It is nontoxic; and
(v) Its dH  is not less than 5.0 and 

not more than 8.0.
The procaine penicillin used conforms 
to the requirements prescribed by 
§ 440.74a(a) (1) of this chapter. The 
streptomycin sulfate u«ed conforms to 
the requirements prescribed bv § 444.70a 
(a) (1), or § 444.270b(a) of this chapter. 
The dihvdrostreptomvcin sulfate used 
conforms to the requirements prescribed 
by § 444.10a(a) (1) or § 444.270b(a) (1) of 
this chapter. Each other substance used, 
if its name is recognized in the U.S.P. or
N.F., conforms to the standards pre

scribed therefor by such official com
pendium.

(2) Packaging. In all cases the im
mediate container shall be a tight con
tainer as defined by the U.S.P., shall be 
sterile at the time of filling and closing, 
shall be so sealed that the contents can
not be used without destroying such 
seal, and shall be of such composition as 
will not cause any change in the strength, 
quality, or purity of the contents beyond 
any limit therefor in applicable stand
ards, except that minor changes so 
caused which are normal and unavoid
able in good packaging, storage, and dis
tribution practice shall be disregarded. 
In case it is packaged for dispensing, it 
shall be in immediate containers of 
transparent glass closed by a substance 
through which a hypodermic needle may 
be introduced and withdrawn without 
removing the closure or destroying its 
effectiveness, unless it is packaged to con
tain a single dose. Each such container 
shall contain not less than 1.0 milliliter, 
and each shall be filled with a volume in 
excess of that designated, which excess 
shall be sufficient to permit the with
drawal and administration of the volume 
indicated, whether administered in 
either single or multiple dose.

(3) Labeling— (i) I t  is packaged for 
dispensing and it . contains an antihis
taminic, and anticholinergic, or cortisone 
or a derivative of cortisone. In addition 
to the labeling requirements prescribed 
by § 201.105 of this chapter (regulations 
issued under section 502(f) of the act), 
each package shall bear on the label or 
labeling, as hereinafter indicated, the 
following;

(a) On the outside wrapper or con
tainer, the statement “Store in refriger
ator not above 15° C. (59° F .)” .

(b) On the outside wrapper or con
tainer and the immediate container, the
statement “Expiration date__________ ” ,
the blank being filled in with the date 
that is 12 months after the month during 
which the batch was certified, except 
that the blank may be filled in with the 
date that is 18 months, 24 months, or 36 
months after the month during which 
the batch was certified if the person who 
requests certification has submitted to 
the Commissioner results of tests and 
assays showing that after having been 
stored for such period of time such drug 
as prepared by him complies with the 
standards prescribed by paragraph (a) 
(1) of this section.

(c) On the label and the labeling, the 
statement “For use only in cats, dogs, 
and horses; not for use in horses to be 
slaughtered for human consumption” .

(d) After the name procaine peni
cillin in streptomycin sulfate solution 
veterinary”, or “procaine penicillin in 
dihydrostreptomycin sulfate solution 
veterinary” , wherever such name ap
pears, the words “w ith____________ ” , in
juxtaposition with such name, the blank 
being filled in with the established name 
of the antihistaminic, the anticholiner
gic, the cortisone, or the derivative of 
cortisone.

(ii) I t  is packaged for dispensing and 
it does not contain* an antihistaminic,

an anticholinergic, or cortisone or a 
derivative of cortisone. It  shall comply 
with the requirements of paragraph (a)
(3) (i) of this section, except:

(a) In lieu of the statement “Caution: 
Federal law restricts this drug to sale 
by or on the order of a licensed veteri
narian”, each package shall include in
formation containing directions and 
warnings adequate for the veterinary 
use of the drug by the laity.

(b) I f  it contains dihydrostreptomy
cin, an expiration date of 48 months or 
60 months may be used if data have been 
submitted as described in paragraph (a)
(3) (i) (b) of this section.

(c) In lieu of the statement required 
by paragraph (a ) (3 ) ( i ) (c )  of this sec
tion, the labeling shall bear the state
ment “Warning—The use of this drug 
must be discontinued for 30 days before 
treated animals are slaughtered for 
food”, and, if the drug is intended for use 
in animals producing milk for human 
consumption, the labeling shall also bear 
the statement required by § 510.106 of 
this chapter.

(iii) It is packaged solely for manufac
turing use and/or repacking. Each 
package shall bear on its outside wrapper 
or container and the immediate con
tainer, the following:

(a) The number of units of procaine 
penicillin and the number of milligrams 
or grams and streptomycin sulfate or 
dihydrostreptomycin sulfate in each 
milliliter.

(b) The statement “Caution: Federal 
law prohibits dispensing without pre
scription” .

(c) The statement “For manufactur
ing use”, “For repacking” , or “For 
manufacturing use or repacking” .

(d) The information required by 
paragraph (a) (3) (i) (a) and (b) of this 
section.

(4) Requests for certification; sam
ples. (i) In addition to complying with 
the requirements of § 514.50 of this chap
ter, a person who requests certification 
of a batch shall submit with his request a 
statement showing the batch mark, the 
number of packages of each size in such 
bsftch, the number of units of procaine 
penicillin and the number of milligrams 
or grams of streptomycin sulfate or di
hydrostreptomycin sulfate in each milli
liter of the batch, the batch marks and 
(unless they were previously submitted) 
the dates on which the latest assays of 
the nrocaine penicillin and streptomycin 
sulfate or dihydrostreptomycin sulfate 
used in making such batch were com
pleted, the date on which the latest 
assay of the drug comprising such batch 
was completed, the quantity of each in
gredient used in making the batch, and 
a statement that each such ingredient 
conforms to the requirements prescribed 
therefor by this section.

(ii) Except as otherwise provided by 
paragraph (a) (4) (v) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assavs listed after each of the following 
made by him on an accurately repre
sentative sample of:

(a) The batch: Potency, sterility, pH 
and, if it does not contain a vegetable oil
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as a suspending agent, toxicity and 
pyrogens.

(b) The procaine penicillin used in 
making the batch; potency (toxicity and 
pyrogens if it is used in making a batch 
containing a vegetable oil as a suspend
ing agent), crystallinity, penicillin K  
content (unless it is procaine penicillin 
GJ, and the penicillin G content if it is 
procaine penicillin G.

(c) The streptomycin sulfate or di
hydrostreptomycin sulfate used in mak
ing the batch; potency (toxicity and py
rogens if it is used in making a batch 
containing a vegetable oil as a suspend
ing agent), histamine content, strepto
mycin content if  it is dihydrostreptomy
cin, and crystallinity i f  it is crystalline 
dihydrostreptomycin.

(iii) Except as otherwise provided by 
paragraph (a) (4) (v) of this section, if 
such batch is packaged for dispensing, 
such person shall submit in connection 
with his request, in the quantities here
inafter indicated, accurately representa
tive samples of the following:

(a) The batch:
(1) For all tests except sterility: One 

immediate container for each 5,000 im
mediate containers in such batch, but in 
no case less than 12 immediate contain
ers.
Such samples shall be collected by taking 
single immediate containers at such in
tervals throughout the entire time of 
packaging the batch that the quantities 
packaging during the intervals are ap
proximately equal.

(2) For sterility testing: 20 imme
diate containers collected at regular in
tervals throughout each filling operation 
when each container contains not less 
than 600,000 units or not less than 2.0 
milliliters, or 40 immediate containers 
when each contains less than these 
amounts.

(b) The procaine penicillin used in 
making the batch; three packages, or 
10 packages if  it is used to make a batch 
containing a vegetable oil as a suspend
ing agent, each containing approxi
mately equal portions of not less than
0.5 gram, packaged in accordance with 
the requirements of § 440.74a(a) (2) of 
this chapter.

(c) The streptomycin sulfate or di
hydrostreptomycin sulfate used in mak
ing the batch; six packages, each con
taining approximately equal portions of 
not less than 0.5 gram, packaged in ac
cordance with the requirements of 
§ 444.70a(a) (2) of this chapter. I f  the 
streptomycin or dihydrostreptomycin 
used in making the batch is a solution 
of the drug, the person who requests cer
tification shall dry a sufficient quantity 
of the solution to meet these sample 
requirements.

(d) In case of an initial request for 
certification, each other ingredient used 
in making the batch; one package of 
each containing approximately 5 grams.

(iv) I f  such batch is packaged for re
packing, such person shall submit with 
his request a sample consisting of:

(a) For all tests except sterility; 12 
approximately equal portions of at least 2 
milliliters.
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(b) For sterility testing: 20 packages, 

each containing approximately equal 
portions of at least 4 milliliters.
Each such portion shall be taken from 
different parts of such batch, and each 
shall be packaged in a separate container 
and in accordance with the requirements 
of paragraph (a) (2) of this section.

(v) No result referred to in paragraph 
(a) (4) (ii) (b) and (c) of this section, 
and no sample referred to in paragraph
(a) (4) (iii) (b) and (c) of this section, is 
required if such result or sample has been- 
previously submitted.

(b) Tests and methods of assay—
(1) Potency— (i) Procaine penicillin 
content. Proceed as directed in § 440.80a
(b) (1) of this chapter, except para
graph (b) (1) (iv) and (ix) of that sec
tion. In lieu of the directions in para
graph (b) (4) of this section, place a 
representative aliquot of the sample in a 
blending jar, add 1.0 milliliter of poly- 
sorbate 80 and sufficient 1 percent phos
phate buffer, pH 6.0, to make a total 
volume of 500 milliliters. Blend 3 to 5 
minutes. I f  the iodometric assay is used, 
1 drop of the 1.2 N  HC1 is added to the 
blank immediately before the addition of 
the 0.01 N I2. Its content of procaine peni
cillin is satisfactory if it contains not less 
than 85 percent of the number of units 
that it is represented to contain.

(ii) Streptomycin sulfate content. 
Proceed as directed in § 444.70a(b) (1) 
(x) and (xi) of this chapter.

(iii) Dihydrostreptomycin sulfate con
tent. Proceed as directed in § 444.10a(b) 
(1) of this chapter.

(2) Sterility. Proceed as directed in 
§ 436.20 of this chapter, using the method 
described in paragraph (e )(1 ) of that 
section, except add sufficient penicillinase 
to the diluting fluid to solubilize the pro
caine penicillin. Use diluting fluid A; if 
the product contains lecithin, use diluting 
fluid D instead. Swirl the flask to com
pletely solubilize the procaine penicillin 
before filtration. I f  the preparation con
tains agents that prevent solubilization, 
proceed as directed in paragraph (e) (2) 
of that section, using medium B in lieu 
of medium A.

(3) Toxicity. Proceed as directed in 
§ 440.80a(b) (4) of this chapter, using 
as a test dose 0.5 milliliter of a solution 
of the sample containing 1.0 milligram 
of streptomycin or dihydrostreptomycin 
per milliliter.

(4) Pyrogens. Proceed as directed in 
§ 540.250(b) (4).

(5) pH. Proceed as directed in § 440.80 
a(b) (5) (ii) of this chapter, using the 
undiluted aqueous suspension.
§ 540.274e P r o c a i n e  penicillin and 

streptomycin in oil; procaine peni
cillin and dihydrostreptomycin in oil.

(a) Requirements for certification— 
(1) Procaine penicillin and streptomy
cin in oil and procaine penicillin and 
dihydrostreptomycin in oil conform to all 
requirements and to all procedures pre
scribed in § 440.274a(a) for procaine 
penicillin in oil for udder instillations of 
cattle or subcutaneous infection in fowl, 
except that:

(i) It contains not less than 2.0 milli
grams of streptomycin or dihydrostrep

tomycin per milliliter. The streptomycin 
or dihydrostreptomycin used conforms 
to the standards prescribed by § 444.10a
(a) or § 444.70a(a) (1) of this chapter, 
except the standards for sterility, pyro
gens, and histamine, or by § 539.170(a)
(1) of this chapter, except that if it is in
tended for udder instillations of cattle 
the dihydrostreptomycin used conforms 
to the standards prescribed by § 444.70a
(a) of this chapter, except the standards 
for sterility, toxicity, pyrogens, and his
tamine, or by § 539.170(a)(1) of this 
chapter, except the standard for toxicity.

(ii) It  may contain cortisone or a 
suitable derivative of cortisone, and/or 
one suitable sulfonamide, if  it is intended 
solely for udder instillations of cattle, 
which ingredient, if its name is recog
nized in the U.S.P. or NJP., conforms to 
the standards prescribed therefor by 
such official compendium. I f  it is in
tended solely for udder instillations of 
cattle, it may be packaged in containers 
with one or more suitable inert gases.

(iii) In addition to the labeling re
quirements prescribed for procaine peni
cillin in oil by § 540.274c(a) (3), each 
package shall bear on the outside wrap
per or container and the immediate con
tainer the statement “For udder instilla
tions of cattle only” or the statement 
“For subcutaneous injection in fowl 
only” ; and if it is a multiple-dose con
tainer, the statement “Shake well.” Each 
package shall also bear on its label and 
labeling, if it contains one or more of the 
other active ingredients specified in para
graph (a) (1) (ii) of this section, after the 
name "procaine penicillin and strep
tomycin in oil” or “procaine penicillin 
and dihydrostreptomycin in oil” , wher
ever it appears, the words “with ________
(the blank being filled in with the estab
lished name of each such other ingredi
ent) ” , in juxtaposition with such name.

(iv) In addition to complynig with the 
requirements of § 440.274a(a) (4) of this 
chapter, a person who requests certifica
tion of a batch of procaine penicillin and 
streptomycin in oil or procaine penicillin 
and dihydrostreptomycin in oil shall sub
mit with his request a statement showing 
the batch mark and (unless it was previ
ously submitted) the results and the date 
of the latest tests and assays of the 
streptomycin or dihydrostreptomycin 
used in making the batch for potency, 
toxicity, (if it is intended for subcutane
ous injection in fowl), moisture, pH, 
streptomycin content if it is dihydro- 
streptômycin, and crystallinity if it is 
crystalline dihydrostreptomycin; the 
number of units of penicillin and the 
number of milligrams of streptomycin or 
dihydrostreptomycin in each milliliter of 
the batch or in each prescribed dose. 
He shall also submit in connection with 
his request a sample consisting of not 
less than six immediate containers of 
the batch and (unless it was previous
ly submitted) a sample consisting of six 
packages containing approximately 
equal portions of not less than 0.5 gram 
each of the streptomycin or dihydro
streptomycin used in making the batch, 
packaged in accordance with the re-
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quirements of § 444.70a(a) (2) of this 
chapter.

(b) Tests and methods of assay— (1> 
Potency— (i) Penicillin content. Proceed 
as directed in § 536.501(a) or § 440.274a
(b) (1) (i) (a) of this chapter. Its content 
of penicillin is satisfactory if it contains 
not less than 85 percent of the number 
of units per milliliter that is represented 
to contain.

(ii) Streptomycin content. Proceed as 
directed in § 536.501(a) (4) of this chap
ter. Its content of streptomycin is satis
factory if it contains not less than 85 
percent of the number of milligrams per 
milliliter that it is represented to con
tain.

(iii) Dihydrostreptomycin content. 
Proceed as directed in § 536.501(a) (5) 
of this chapter. Its content of dihydro
streptomycin is satisfactory if it contains 
not less than 85 percent of the number of 
milligrams per milliliter that it is rep
resented to contain.

(2) Moisture. Using 1 milliliter as 
the test sample proceed as directed in 
§ 436.500(c) of this chapter.
(Secs. 409, 507, 512, 59 Stat. 463, as amended. 
72 Stat. 1785-1788, 82 Stat. 343-351; 21 U.S.O. 
348, 357, 360b)

§ 540.274f Penicillin and dihydrostrep- 
tomyein-streptomycin' sulfates; pro
caine penicillin in dihydrostreptomy
cin-streptomycin sulfates solution.

(a) Requirements for certification—
(I )  Standards of identity, strength, qual
ity, and purity. Penicillin and dihydro
streptomycin-streptomycin sulfates and 
procaine penicillin in dihydrostreptomy
cin-streptomycin sulfates solution con
form to the standards prescribed by 
§ 544.211b(a) (1) of this chapter for 
dihydrostreptomycin-streptomycin sulf
ates, except that:

(i) It contains dry procaine penicil
lin, benzathine penicillin G, crystalline 
penicillin Q, chloroprocaine penicillin O, 
crystalline sodium penicillin or potas
sium penicillin, or a mixture of any com
bination of such salts, or it contains pro
caine penicillin suspended in an aqueous 
solution of dihydrostreptomycin-strepto- 
mycin sulfates. The procaine penicil
lin used conforms to the requirements 
prescribed Dy § 440.74a(a) (1) of this 
chapter. The crystalline penicillin used 
conforms to the requirements prescribed 
for crystalline penicillin by § 440.80a(a) 
(1) of this chapter. The benzathine peni
cillin G used conforms to the require
ment prescribed by § 440.55a(a) (1) of 
this chapter. The crystalline penicillin O 
used conforms to the requirements pre
scribe bv § 440.80a(a) (2) of this chapter. 
The chloroprocaine penicillin O used 
conforms to the requirements prescribed 
by § 440.59(a) (1) of this chanter.

(ii) It may contain suitable and harm
less buffer substances, preservatives, 
suspending, dispersing, and stabilizing 
agents. Each such substance, if its 
name is recognized in the U. S. P. or
N. F., conforms to the standards pre
scribed therefor by such official com
pendium.

(iii) The moisture cqntent of the dry 
mixture is not more than 3.5 percent.
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except if it contains procaine penicillin 
or chloroprocaine penicillin O, its mois
ture content is not more than 4.2 percent, 
and if it contains benzathine penicillin 
G its moisture content is not more than 
6 percent.

(iv) The pH of a solution or a suspen
sion prepared as directed in its labeling 
is not less than 5.0 and not more than
7.5.

(2) Packaging. It  shall be packaged 
in accordance with the requirements 
prescribed by § 544.211b(a) (2) of this 
chapter, except that each immediate 
container or each milliliter shall contain 
not less than 300,000 units of penicillin,
0.125 gram dihydrostreptomycin, and 
0.125 gram streptomycin.

(3) Labeling. I f  it is a dry mixture it 
shall be labeled in accordance with the 
requirements prescribed by § 540.250(a)
(3). I f  it is a suspension of the drug, it 
shall be labeled in accordance with the 
requirements prescribed by § 540.274d(a)
(3). I f  it contains benzathine penicillin 
G or chloroprocaine penicillin O, its label 
and labeling shall bear the statement 
“Warning—Not for use in animals which 
are raised for food production” ;

(4) Request for certification; samples. 
(i) In addition to complying with the re
quirements of § 544.211b(a) (4) (i) of this 
chapter, a person who requests certifica
tion of a batch shall submit a statement 
showing the dates on which the latest 
assays of the penicillin used in making 
the batch were completed (unless they 
were previously submitted), the batch 
marks, and the content of each salt of 
penicillin in each container.

(ii) Except as otherwise provided by 
paragraph (a) (4) (v) of this section, 
such person shall submit in connection 
with his request, results of the tests and 
assays listed after each of the following 
made by him on an accurately represent
ative sample o f:

(a) The batch; content of each salt of 
penicillin, content of dihydrostreptomy- 
cin and streptomycin, sterility, toxicity, 
pyrogens, moisture (if it is the dry mix
ture) , and pH.

(b) The procaine penicillin used in 
making the batch; potency, crystallinity, 
penicillin K  content (unless it is peni
cillin G ) and the penicillin G content if 
it is procaine penicillin G.

(c) The crystalline sodium or potas
sium penicillin used in making the 
batch; potency, crystallinity, heat stabil
ity. penicillin K  content (unless it is crys
talline penicillin G ). and the penicillin 
G content if it is crystalline penicillin G

id) The benzathine penicillin G used 
in making the batch: potency, crystal
linity. and penicillin G content.

(e) The crystalline penicillin O used 
in making the batch: potency, crystal
linity. heat stability: penicillin O con
tent. and penicillin G content.

(/) The chloroprocaine penicillin O 
used in making the batch: potency, 
crystallinity, chloroprocaine penicillin O 
content, and chloroprocaine penicillin G 
content.

ip) The dihydrostreptomycin and 
streptomycin used in making the batch: 
potency, histamine content, and crystal-
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Unity if it is crystalline dihydrostrep
tomycin.

(iii) Except as otherwise provided by 
paragraph (a) (4) (v) of this section, if 
such batch is packaged for dispensing 
such person shall submit in connection 
with his request, in the quantities here
inafter indicated, accurately representa
tive samples of the following:

(a) The batch:
(1) For all tests except sterility: One 

immediate container for each 5,000 im
mediate containers in such batch, but 
in no case less than 13 (14 if it contains 
benzathine penicillin G) immediate 
containers.
Such samples shall be collected by taking 
single immediate containers at such in
tervals throughout the entire time of 
packaging the batch that the quantities 
packaged during the intervals are ap
proximately equal.

(2) For sterility testing: 20 immediate 
containers collected at regular intervals 
throughout, each filling operation when 
each container contains not less than
600,000 units or not less than 2.0 mil
liliters, or 40 immediate containers when 
each contains less than these amounts.

(b) The procaine penicillin used in 
making the batch; 3 packages contain
ing approximately equal portions of not 
less than 0.5 gram, each packaged in 
accordance with the requirements of 
§ 440.80a of this chapter.

(c) The crystalline penicillin used in 
making the batch; 3 packages contain
ing approximately equal portions of not 
less than 250 milligrams, each packaged 
in accordance with the requirements of 
§ 440.80a of this chapter.

(d) The benzathine penicillin G used 
in making the batch; 3 packages con
taining approximately equal portions of 
not less than 0.5 gram each, packaged 
in accordance with the requirements of 
§ 440.55a(a) (2) of this chapter.

(e) The crystalline penicillin O and 
the chloroprocaine penicillin O used in 
making the batch; 3 packages of each, 
containing approximately equal por
tions of not less than 300 milligrams 
each, packaged in accordance with the 
requirements of § 440.80a(a) (2) of this 
chapter and § 440.59a(a) (2) of this 
chapter,
»  (/) The dihydrostreptomycin and 
streptomycin used in making the batch; 
6 packages of each salt containing ap
proximately equal portions of not less 
than 0.5 gram, each packaged in ac
cordance with the requirements of 
§ 444.70a(a) (2) of this chapter.

(flO In case of an initial request for 
certification, each other ingredient 
used in making the batch; one package 
of each containing approximately 5.0 
grams.

(iv) I f  such batch is packaged for re
packing such person shall submit with 
his request a sample consisting of the 
following:

(a) For all tests except sterility; 13 
(14, if it contains benzathine penicillin 
G) approximately equal portions of at 
least 2.0 grams.

(b) For sterility testing: 20 packages, 
each containing approximately equal 
portions of at least 1.0 gram.
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Each such portion shall be taken from 
a different part of such batch and each 
shall be packaged in a separate con
tainer and in accordance with the re
quirements of paragraph (b) of this 
section.

(v) No result referred to in paragraph 
(a) (4) (ii) (b ), (c ), (d ), (e), (/) and (g) 
of this section, and no sample referred 
to in paragraph (a) (4) (iii) (b ), (c ) , (d ) ,
(e) and (/) of this section, is required 
if such result or sample has been previ
ously submitted.

(b) Tests and methods of assay— 
(1) Potency. Use as the sample for 
assay a representative aliquot of the 
suspension equivalent to one dose; or 
if it is a dry mixture o f the drug, a rep
resentative aliquot of the drug equiva
lent to one does after it has been recon
stituted as directed in the labeling.

(i) Penicillin content. I f  it contains;
(a) Crystalline penicillin and dihydro- 

streptomycin-streptomycin s u l f a t e s .  
Proceed as directed in § 540.250(b) (1) 
(ii) if it is the dry powder or in § 540.- 
274d(b) (1) (i) if it is the solution; or

(b) Procaine penicillin and dihydro
streptomycin-streptomycin sulfates. Pro
ceed as directed in § 540.250(b) (1) (ii) 
if it is the dry powder or in § 540.274d(b) 
(1) (i) if it is the solution; or

(c) Benzathine penicillin G  and di
hydrostreptomycin -  streptomycin sul
fates. Proceed as directed in § 440.55a (b) 
(1) of this chapter, except that in the 
iodometric assay 1 drop of 1.2 N HC1 is 
added to the blank immediately before 
the addition of the 0.01 N  L; or

(d) Crystalline penicillin - procaine 
penicillin and dihydrostreptomycin- 
streptomycin sulfates. Proceed as di
rected in § 436.503(a), (b ), and (c) of 
this chapter, except that in the iodom
etric assay 1 drop of 1:2 N HC1 is added 
to each blank immediately before the 
addition of the 0.01 JVI2; or

(e) Crystalline penicillin - benzathine 
penicillin G and dihydrostreptomycin- 
streptomycin sulfates. Proceed as di
rected in § 436.506(a), (b), (c), and (d) 
of this chapter, except that in the iodom
etric assay 1 drop of 1.2 N HC1 is added to 
each blank immediately before the addi
tion of the 0.01 N I2; or

(/) Crystalline penicillin - procaine 
penicillin-benzathine penicillin G and 
dihydrostreptomydn-streptomycin sul - * 
fates. Proceed as directed in § 436.507 

' (a) (1), (2), (3), and (4) of this chapter, 
except that in the iodometric assay 1 
drop of 1.2 N HC1 is added to each blank 
immediately before the addition of the 
0.01 N  I2; or

(g ) Crystalline penicillin O-chloro- 
procaine penicillin O and dihydrostrep
tomycin-streptomycin sulfates. Proceed 
as directed in § 436.503 (a ), (b ), (c), 
and (d) of this chapter, with the follow
ing exceptions:

(1) In the iodometric assay, 1 drop of
1.2 N HC1 is added to the blank immedi
ately before the addition of the 0.01 N  L.

(2) The penicillin O working standard 
is used as the standard of comparison in 
the iodometric assay.

CJ) In the colorimetric determination 
of chloroprocaine penicillin O, the 
standard curve is prepared by using a

standard solution containing 31.04 mil
ligrams of chloroprocaine hydrochloride 
in 1 liter of distilled water; or

(h ) Procaine penicillin - benzathine 
penicillin G  and dihydrostreptomycin- 
streptomycin sulfates. Proceed as di
rected in § 536.507(a) ( (1) and (2) of 
this chapter..
The total potency and the number of 
units of each salt of penicillin are satis
factory if the immediate containers con
tain not less than 85 percent of the num
ber of units that they are represented to 
contain.

(ii) Combined potency of dihydro
streptomycin and streptomycin; content 
of streptomycin. Proceed as directed in 
§ 544.211b(b) (1) and (2) of this chapter. 
Its combined potency of streptomycin 
and dihydrostreptomycin is satisfactory 
if it is not less than 90 percent of the 
number of milligrams that it is repre
sented to contain. Its content of strepto
mycin is satisfactory if it contains not 
less than 45 percent and not more than 
55 percent of the combined potency of 
streptomycin and dihydrostreptomycin.

(2) Sterility— (i) Penicillin and dihy
drostreptomycin -  streptomycin sulfate 
solution. Proceed as directed in § 436.20 
of this chapter, using the method de
scribed in paragraph (e) (1) of that 
section.

(ii) Procaine penicillin in dihydro- 
streptomycin-streptomycin sulfate solu
tion. Proceed as directed in § 436.20 of 
this chapter, using the method described 
in paragraph (e) (2) of that section, ex
cept use medium B in lieu of medium A.

(3) Toxicity. Proceed as directed in 
§ 540.250(b) (3),. except if it  contains 
benzathine penicillin G, proceed as di
rected ill § 440.55a(b) (3) of this chapter, 
using a test suspension containing a total 
penicillin activity of 4,000 units per 
milliliter.

(4) Pyrogens. Proceed as directed in 
§ 540.250(b) (4), except if it contains 
benzathine penicillin G proceed as di
rected in § 440.55a(b) (3) of this chapter, 
using a test suspension containing a total 
penicillin activity of 4,000 units per milli
liter.

(5) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter, ex
cept if it contains procaine penicillin, 
chloroprocaine penicillin O, or benza
thine penicillin G proceed as directed in 
§ 440.74a(b) (5) of this chapter.

(6) pH. Proceed as directed in 
§ 440.274b(b) (6) of this chapter.
§ 540.280 Sodium penicillin (penicil

lin sodium, penicillin sodium salt), 
calcium penicillin (penicillin cal
cium, penicillin calcium salt) crys
talline penicillin (crystalline peni
cillin sodium, crystalline penicillin 
sodium salt, crystalline penicillin po
tassium, crystalline penicillin potas
sium salt, crystalline penicillin G so
dium, crystalline penicillin G sodium 
salt, crystalline penicillin G potas
sium, crystalline penicillin G potas
sium salt, crystalline penicillin O 
sodium, crystalline penicillin O so
dium salt, crystalline penicillin O po
tassium, crystalline penicillin O po
tassium salt).

(a) Requirements for certification-— 
(1) The requirements for certification

for sodium penicillin (penicillin sodium, 
penicillin sodium salt), calcium penicil
lin (penicillin calcium, penicillin calcium 
salt), crystalline penicillin (crystalline 
penicillin sodium, crystalline penicillin 
sodium salt, crystalline penicillin potas
sium, crystalline penicillin potassium 
salt, crystalline penicillin G sodium, 
crystalline penicillin G sodium salt, crys
talline penicillin G potassium, crystal
line penicillin G potassium salt, 
crystalline penicillin O sodium, crystal
line penicillin O sodium salt, crystalline 
penicillin O potassium, crystalline peni
cillin O potassium salt) are described 
under § 440.80a of this chapter.

(2) When it is packaged for dispens
ing and it is intended solely for veterinary 
use: (i) Its label and labeling shall com
ply with all the requirements prescribed 
by § 440.80a(a) (3) of this chapter, ex
cept that in lieu of the statement “Cau
tion: Federal law prohibits dispensing 
without prescription” , each package 
shall include information containing di
rections and warnings adequate for the 
veterinary use of the drug by the laity.

(ii) I f  it is intended for use in animals 
raised for food production, it shall be 
used in accordance with paragraph (c) 
of this section.

(b) Tests and methods of assay. The 
tests and methods of assay for sodium 
penicillin (penicillin sodium, penicillin 
sodium salt), calcium penicillin (penicil
lin calcium, penicillin calcium salt), 
crystalline penicillin (crystalline peni
cillin sodium, crystalline penicillin so
dium salt, crystalline penicillin potas
sium, crystalline penicillin potassium 
salt, crystalline penicillin G sodium, 
crystalline penicillin G sodium salt, crys
talline penicillin G potassium, crystal
line penicillin G potassium salt, crystal
line penicillin O sodium, crystalline peni
cillin O sodium salt, crystalline penicillin 
O potassium, crystalline penicillin O po
tassium salt) are described under § 440.- 
80a. of this chanter.

(c) Conditions of marketing— (1) 
Specifications. Complies with the re
quirements of paragraph (a) of this sec
tion.

(2) Sponsor. [Reserved!
(3) Special considerations, (i) The 

labeling shall bear the statement “Warn
ing—The use of this drug must be discon
tinued for 5 days before treated animals 
are slaughtered for food” .

(ii) I f  the drug is intended for use in 
animals producing milk for human con
sumption. the labeling shall also bear the 
statement “Milk that has been taken 
from animals during treatment and for
_____ hours (______ milkings) after the
latest treatment must not be used for 
food” , the blanks being filled with the 
figures 96 and 8 respectively, unless the 
, sponsor of the drug has submitted the 
results of tests and assavs demonstrating 
that residues of the drug in milk from 
treated animals persist for a shorter 
period of time and the shorter period 
is authorized by the Commissioner.

(iii) I f  the drug is intended for use in 
poultry, the labeling shall bear a state
ment that the drug is not to be used in 
birds producing eggs for human con
sumption.
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(4) Related tolerances. See § 556.510 
of this chapter.

(5) Conditions of use. As an intramus
cular or intravenous injection in food- 
producing animals in an amount not to 
exceed 2,000 units per pound of body 
weight per day.
§ 540.281 Crystalline penicillin implan

tation and injectable dosage forms.
§ 540.281a Crystalline penicillin and 

epinephrine in oil.
(a) Requirements for certification—- 

(1) The requirements for certification 
for crystalline penicillin and epinephrine 
in oil are described under § 440.280d of 
this chapter.

(2) When crystalline penicillin and 
epinephrine in oil is packaged for dis
pensing and intended solely for veter
inary use, its label and labeling shall 
comply with all the requirements pre
scribed by § 440.280d(a) (3) of this 
chapter, ekcept that in lieu of the state
ment “Caution: Federal law prohibits 
dispensing without prescription”, each 
package shall include information con
taining directions and warnings ade
quate for the veterinary use of the drug 
by the laity.

(b) Tests and methods of assay. The 
tests and methods of assay for crystalline 
penicillin and epinephrine in oil are de
scribed under § 440.280d of this chapter.
§ 540.281b Buffered crystalline penicil

lin.
(a) Requirements for certification. The 

requirements for certification for buff
ered crystalline penicillin are described 
under § 440.81 of this chapter.
"  (b) Tests and methods of assay. The 
tests and methods of assay for buffered 
crystalline penicillin are described under 
§ 440.81 of this chapter.

Subpart C— Ophthalmic and Topical 
Dosage Forms

§ 540.380 Penicillin ophthalmic and 
topical dosage forms.

§ 540.380a Penicillin ointment.
(a) Requirements for certification— 

(1) Standards of identity, strength, 
quality, and purity. Penicillin oint
ment, is calcium penicillin, crystal
line penicillin, procaine penicillin, or 
1-ephenamine penicillin G in a suitable 
and harmless ointment base, with or 
without a suitable anesthetic. I f  it is in
tended solely for topical veterinary use 
and not for udder instillation in dairy 
animals and is conspicuously so labeled, 
it may contain nitrofurazone. I f  it is in
tended for ophthalmic use, it contains 
crystalline penicillin G and it is sterile. 
Its moisture content is not more than
1.0 percent. Its potency is not less than 
250 units per gram. The calcium penicil
lin or crystalline penicillin used con
forms to the requirements of § 440.80a 
(a) (1) of this chapter except the limita
tion on penicillin K  content and except 
§ 440.80a(a) (1) (i), ( i i ) , (iii), and (iv) 
of this chanter, but it« potency is not less 
than 300 units per milligram. The crys
talline penicillin G used in making peni
cillin ophthalmic ointment conforms
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to the requirements of § 440.80a(a) (1) 
of this chapter except the limitation on 
penicillin K  content and except § 440.80a 
(a) (1) (iv) of this chapter. The procaine 
penicillin used conforms to the require
ments of § 440.74a(a) (1) of this chap
ter, except paragraphs (a) (1> ( i i ) . The 
I-ephenamine penicillin G used con
forms to the requirements of § 440.65a 
(a )(1 ) except paragraph (a )(1 ) (ii),
( i i i ) , and (iv) of that section. Each other 
substance used, if its name is recognized 
in the U.S.P. or N.F., conforms to the 
standards prescribed therefor by such 
official compendium.

(2) Packaging. Penicillin ointment, 
shall be packaged in collapsibel tubes, 
which shall be well-closed containers 
as defined by the U.S.P. and shall 
not be larger than the Vs-ounce size 
if such ointment is represented for 
ophthalmic use and in no case larger 
than the 2-ounce size. The composition 
of the immediate container shall be such 
as will not cause any change in the 
strength, quality, or purity of the con
tents beyond any limit therefor in ap
plicable standards, except that minor 
changes so caused that are normal and 
unavoidable in good packaging, stor
age, and distribution practice shall be 
disregarded.

(3) Labeling, (i) In addition to the 
labeling requirements prescribed by 
§ 201.105 of this chapter, each package 
shall bear on its label or labeling, as 
hereinafter indicated, the following:

(a) An expiration date that conforms 
to the requirements prescribed by 
§ 432.5(a) (3) of this chapter.

(b) On the outside wrapper or con
tainer, the statement “ Store in refrigera
tor not above 15° C. (59° F .)”  or “Store 
below 15° C. (59° F . )” , unless the person 
who requests certification has submitted 
to the Commissioner results of tests and 
assays showing that such drug as pre
pared by him complies with the stand
ards prescribed by paragraph (a) (1) of 
this section after having been stored at 
room temperature: but in no case shall 
such statement be required if it is labeled 
with an expiration date that is 9 months 
after the month during which the batch 
was certified.

(ii) In lieu of the statement “Caution: 
Federal law restricts this drug to use 
by or on the order of a licensed veteri
narian,”  each package shall include 
information containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity.

(4) Requests for certification; sam
ples. In addition to complying with the 
requirements of § 514.50 of this chapter, 
each such request shall contain:

(i) Results of tests and assays on:
(a) The penicillin used in making the 

batch for potency, moisture, pH, for crys
tallinity if it is a crystalline salt of peni
cillin, for heat stability if it is crystalline 
penicillin or Z-ephenamine penicillin G. 
for the penicillin G content if it is peni
cillin G, for the specific rotation if it is 
Z-ephenamine penicillin G, and for toxic
ity if the ointment is intended for 
ophthalmic use.
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(t>) The batch for potency and mois
ture and for sterility if the ointment is 
intended for ophthalmic use.

(ii) Samples required:
(a) The penicillin used in making the 

batch: Five packages, or in the case of 
crystalline penicillin, 10 packages, each 
containing approximately 60 milligrams 
if it is not procaine penicillin, and ap
proximately 300 milligrams if it is pro
caine penicillin, packaged in accordance 
with the requirements of § 440.74a(a) (2) 
or § 440.80a(a) (2) of this chapter.

(b) The batch: .
(1) For all tests except sterility: A 

minimum of five immediate containers.
(2) For sterility testing: 20 immedi

ate containers, collected at regular inter
vals throughout each filling operation.

(b) Tests and methods of assay— 
(1) Potency. Proceed as directed in 
§ 440.80a(b) (1) of this chapter, except 
paragraph (ix) of that section, and in 
lieu of the directions in § 440.80a(b) (1)
(iv) of this chapter, prepare the sample 
by one of the following techniques:

(1) Extraction. Place a representa
tive portion of the sample (usually ap
proximately 1 gram, accurately weighed) 
or the entire contents of a single-dose 
container in a separatory funnel con
taining 50 milliliters of peroxide-free 
ether. I f  the sample consists of sub
stantially more than 1 gram, use 100 
milliliters of peroxide-free ether. Shake 
the sample and ether until homogeneous. 
Add 25 milliliters of 1-percent phosphate 
buffer, pH 6.0, and shake. I f  the sample 
consists of substantially more than 1 
gram, use 50 milliliters of buffer. Allow 
the layers to separate. Remove the 
buffer layer and repeat the extraction 
with new portions of buffer at least three 
times and any additional times necessary 
to ensure complete extraction of the 
antibiotic. Combine the extractives and 
make the proper estimated dilutions with 
buffer.

(ii) Blending. Place an accurately 
weighed. representative portion of the 
sample (usually approximately 1 gram), 
or the entire contents of a single-dose 
container, in a blending jar containing
1.0 milliliter of polysorbate 80 and suffi
cient 1-percent phosphate buffer, pH 6.0, 
to give a final volume of 200 milliliters. 
If  the sample consists of substantially 
more than 1 gram, use sufficient buffer to 
give a final volume of 500 milliliters. 
Using a high-speed blender, blend the 
mixture for 2 minutes and then make the 
proper estimated dilutions with buffer. 
Its content of penicillin is satisfactory if 
it contains, not less than 85 percent of the 
number of units that it is represented to 
contain.

(2) Moisture. Proceed as directed in 
§ 436.500(c) of this chapter, using a 
weighed sample of approximately 1 gram 
dissolved in 10 milliliters of a mixture of 
equal parts of dry chloroform and car
bon tetrachloride, but in lieu of calcu
lating the milliliters of Karl Fischer 
reagent equivalent to 10 milliliters of 
chloroform, determine the milliliters of 
reagent equivalent to 10 milliliters of 
the mixture of chloroform and carbon 
tetrachloride.
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(3) Sterility. I f  the ointment is in
tended for ophthalmic use, proceed as 
directed in § 436.20 of this chapter, using 
the method described in paragraph (e>
(3) of that section.
(Secs. 409, 507, 512, 59 Stat. 463, as amended, 
72 Stat. 1785-1788, as amended, 82 Stat. 343- 
351; 21 U.S.C. 348, 357, 360b)

§ 540.380b Procaine penicillin-neomy
cin-polymyxin in oil; procaine peni
cillin-neomycin-polymyxin ointment.

(a) Requirements for certification—
(1) Standards of identity, strength, qual
ity, and purity. Procaine penicillin- 
neomycin-polymyxin in oil is a suspen
sion of procaine penicillin neomycin and 
polymyxin in refined peonut oil or ses
ame oil, with or without the addition of 
one or more suitable and harmless dis
persing and suspending agents. Procaine 
penicillin-neomycin-polymyxin ointment 
is procaine penicillin, neomycin, and 
polymyxin in a suitable and harmless 
ointment base. Each of the drugs may 
contain a suitable anesthetic, â suitable 
and harmless preservative, a suitable and 
harmless salt of cobalt, one or more suit
able sulfonamides, and cortisone or a 
suitable derivative of cortisone. The 
moisture content of each drug is not 
more than 1.0 percent. Each drug con
tains not less than 25,000 units of pro
caine penicillin, not less than 17.5 milli
grams of neomycin, and not less than 5,- 
000 units of polymyxin per milliliter or 
per gram. The procaine penicillin used 
conforms to the requirements of § 440.74a 
(a )(1 ) of this chapter, except para
graph (a )(1 ) (ii), ( i i i ) , and (iv) of 
that section. The neomycin used con
forms to the standards prescribed by 
§ 444.42a(a) (1) (i), (v ), and (vi) of this 
chapter. The polymyxin used conforms to 
the requirements of § 444.170a(a) (1) of 
this chapter, except the standard for 
toxicity. Each other substance used, if  its 
name is recognized in the U.S.P. or N.F., 
conforms to the standards prescribed 
therefor by such official compendium.

(2) Packaging; labeling; request for 
certification, samples. Each drug con
forms to all requirements and proce
dures prescribed for penicillin ointment 
veterinary, by § 540.380a(a) (2) (b) (ex
cept that procaine penicillin-neomycin- 
polymyxin in oil, veterinary, may be 
packaged in plastic tubes), (a )(3 ) and
(4 ) , except that:

(i) In addition to the labeling pre
scribed for penicillin ointment, vet
erinary, by § 540.380a(a) (3), if they con
tain one or more of the active ingredients 
specified in paragraph (a) of this sec
tion, each package shall bear on ttie 
outside wrapper or container and the 
immediate container, after the name 
“procaine penicillin - neomycin - poly
myxin in oil, veterinary” or “procaine 
penicillin - neomycin - polymyxin oint
ment, veterinary” , wherever it appears,
the words “w ith____________ ,” the blank
being filled in with the established name 
of each such other ingredient, in juxta
position with such name.

(ii) In addition to complying with the 
requirements of § 540.380a(a) (4), a per
son who requests certification of a batch

shall submit with his request a statement 
showing the batch mark and (unless they 
were previously submitted) the results 
and the dates of the latest tests and as
says of the neomycin (for potency, mois
ture, and pH) and polymyxin (for po
tency) used in making the batch; the 
number of units of penicillin; the num
ber of milligrams of neomycin, and the 
number of units of polymyxin per milli
liter or per gram. He shall also submit in 
connection with his requests a sample 
consisting of five packages each of the 
neomycin and polymyxin used in making 
the batch, each package containing ap
proximately equal portions of not less 
than 0.5 gram.

(b) Tests and methods of assay— (1) 
Potericy— (i) Penicillin content. Proceed 
as directed in § 540.380a(b) (1). Its 
content of penicillin is satisfactory if it 
contains, not less than 85 percent of the 
number of units per milliliter or per 
gram that it is represented to contain.

(ii) Neomycin content. Proceed as 
directed in § 448.510d(b) (1) (ii) o f this 
chapter, except that sufficient penicil
linase is added to the sample under test 
to inactivate the penicillin. Its content 
of neomycin is satisfactory if it contains 
not less than 85 percent of the number of 
milligrams per milliliter or per gram that 
it is represented to contain.

(iii) Polymyxin content. Proceed as 
directed in § 436.509(a) (4) of this chap
ter, except calculate from the quantity 
of neomycin found (using the method 
prescribed in paragraph(b) (1) (ii) of 
this section) the quantity of neomycin 
that would be present when the sample 
is diluted to contain 10 units of poly
myxin (labeled potency) per milliliter, 
and prepare the polymyxin standard

, curve by adding the calculated quantity 
of neomycin to each concentration of 
polymyxin used for the curve. Use the 
standard curve to calculate the poly
myxin content of the sample. Its con
tent of polymyxin is satisfactory if it 
contains not less than 85 percent of the 
number of units per milliliter or gram 
that it is represented to contain.

(2) Moisture. Proceed as directed in 
§ 540.380a(b) (2).
(Secs. 403, 507, 512, 59 Stat. 463, as amended, 
72 Stat. 1785-1788, 82 Stat. 343-351; 21 U.S.C. 
348, 357, 360b)

Subparts D-G [Reserved]
Subpart H—-Intramammary Dosage Forms
§ 540.814 Benzathine cloxacillin for in- 

tramammary infusion.
(a) Requirements for certification—

(1) Standards of identity, strength, 
quality, and purity. Benzathine cloxa
cillin suspension is benzathine cloxacil
lin in a suitable and harmless oil base. It 
may contain one or more suitable and 
harmless preservatives, antioxidants, 
complexing and suspending agents. Each 
dose contains benzathine cloxacillin 
equivalent to 500 milligrams of cloxacil
lin. Its potency is satisfactory if it is not 
less than 90 percent and not more than 
120 percent of the number of milligrams 
of cloxacillin that it is represented to 
contain. Its moisture content is not more

than 1.0 percent. The benzathine cloxa
cillin used conforms to the requirements 
of § 540.114.

(2) Labeling. It shall be labeled in ac
cordance with the requirements of 
paragraph (c) of this section and § 510.- 
55 of this chapter.

(3) Request for certification; samples. 
In addition to complying with the re
quirements of § 514.50 of this chapter, 
each such request shall contain:

(1) The fesults of tests and assays on:
(a) The benzathine cloxacillin used in 

making the batch for potency, safety, 
moisture, pH, identity, and crystallinity.

(b) The batch for potency and mois
ture.

(ii) Samples required:
(a) The benzathine cloxacillin used in 

making the batch: 10 packages, each 
containing approximately 300 milli
grams.

(b) The batch: A minimum of 5 im
mediate containers.

(b) Tests and methods of assay— <1) 
Potency. Proceed as directed for cloxa
cillin in § 436.105 of this chapter using 
the sodium cloxacillin working standard 
as the standard of comparison and pre
paring the sample for assay as follows: 
Expel the contents of the syringe into a 
high speed glass blender jar containing 
sufficient methanol to give a final volume 
of 500 milliliters. Blend for 3-5 minutes. 
Immediately dilute an aliquot of this 
stock solution with solution 1 to the ref
erence concentration of 5.0 micrograms 
of cloxacillin per milliliter.

(2) Moisture. Proceed as directed in 
§ 436.201 of this chapter.

(c) Conditions of marketing— (1) 
Specifications. The drug contains benza
thine cloxacillin equivalent to 500 milli
grams cloxacillin in each dose, and con
forms to the certification requirements of 
paragraph (a) of this section.

(2) Sponsor, (i) See code No. 000015 in 
§ 510.600(c) Of this chapter for con
ditions pf use as in paragraph (c) (3) (i) 
of this section.

(ii) See code No. 000029 in § 510.600 
(c) of this chapter, approval for use as 
in paragraph (c) (3) (ii) of this section.

(3) Conditions of use. (i) (a) The drug 
is used for treatment of mastitis caused 
by Staphylococcus aureus and Strep
tococcus agalactiae including penicillin 
resistant strains in dairy cows during 
the dry period.

(b) It is administered aseptically into 
each infected quarter immediately after 
last milking or early in dry period.

(c) For use in dry cows only.
(d) Not to be used within 30 days of 

calving.
(e) Animals infused with this product 

must not be slaughtered for food use for 
30 days after the latest infusion.

(/) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

(ii) (a) The drug is used for treatment 
and prophylaxis of bovine mastitis in 
nonlactating cows due to Streptococ
cus agalactiae and Staphylococcus 
aureus.
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(b) It is administered in each infected 
quarter immediately after last milking.

(c) For use in dry cows only.
id) Not to be used within 4 weeks 

(28 days) of calving.
(e) Animals infused with this prod

uct must not be slaughtered for food 
use for 4 weeks (28 days) after the lat
est infusion.

if ) Federal law restricts this drug 
to use by or on the order of a licensed 
veterinarian.
§ 540.814a Sterile benzathine cloxacil- 

lin for intramammary infusion.
(a) Requirements for certification—

(1) Standards of identity, strength, 
quality, and purity. Sterile benzathine 
cloxacillin suspension veterinary is ster
ile benzathine cloxacillin in a suitable 
and harmless oil base. It  may contain 
one or more suitable and harmless pre
servatives, antioxidants, complexing and 
suspending agents. Each dose contains 
benzathine cloxacillin equivalent to 500 
milligrams of cloxacillin. Its potency is 
satisfactory if it is not less than 90 per
cent and not more than 120 percent of 
the number of milligrams of cloxacillin 
that it is represented to contain. It  is 
sterile. Its moisture content is not more 
than 1.0 percent. The benzathine cloxa
cillin used conforms to the requirements 
of § 540.114a.

(2) Labeling. It shall be labeled in 
accordance with the requirements of 
paragraph (c) of this section and § 510.- 
55 of this chapter.

(3) Request for certification; samples. 
Tn addition to complying with the re
quirements of §514.50 of this chapter, 
each such request shall contain:

(1) The results of tests and assays on:
(a) The benzathine cloxacillin used 

in making the batch for potency, safety, 
moisture, pH, identity, sterility and 
crystallinity:

(b) The batch for potency, sterility, 
and moisture.

(ii) Samples required:
(a) The benzathine cloxacillin used in 

making the batch: 10 packages, each 
containing approximately. 300 milli
grams.

(b) The batch:
i l )  For all tests except sterility: A 

minimum of 5 immediate containers.
(2) For sterility testing: 20 immedi

ate containers, collected at regular in
tervals throughout each filling opera
tion.

(b) Tests and methods of assay— (1) 
Potency. Proceed as directed for cloxa
cillin in § 436.105 of this chapter using 
the sodium cloxacillin working standard 
as the standard of comparison and pre
paring the sample for assay as follows: 
Expel the contents of the syringe into 
a high speed glass blender jar contain
ing sufficient methanol to give a final 
volume of 500 milliliters. Blend for 3-5 
minutes. Immediately dilute an aliquot 
of the stock solution with solution 1 to 
the reference concentration of 5.0 micro
grams of cloxacillin per milliliter.

(2) Sterility. Proceed in accordance 
with § 436.20 of this chapter using the 
method described in paragraph (e) (2) 
of that section, except use medium C in 
lieu of medium A and medium F in lieu

of medium E. During the period of in
cubation, shake the tubes at least once 
daily.

(3) Moisture. Proceed as directed in 
§ 436.201 of this chapter.

(c) Conditions of marketing— (1)
Specifications. The drug is sterile 
and contains benzathine cloxacillin 
equivalent to 500 milligrams cloxacillin 
in each 6 milliliters of peanut oil vehicle, 
and conforms to the certification re
quirements of paragraph (a) of this sec
tion.

(2) Sponsor. See No. 000003 in § 510.- 
600(c) of this chapter.

(3) Condition^ of use. (i) The drug is 
used for treatment of mastitis caused by 
Staphylococcus aureus and Streptococcus 
agalactiae in dairy cows at the time of 
drying-off of the cow.

(ii) It  is administered aseptically at 
the rate of 6 milliliters per infected 
quarter immediately after last milking 
at the time of drying-off of the cow.

(iii) For use in dry cows only.
(iv) Not to be used within 30 days of 

calving.
(v) Milk taken from treated cows prior 

to 72 hours (6 milkings) after calving 
must not be used for human food.

(vi) Animals infused with this product 
the time of infusion until 72 hours after 
must not be slaughtered for food from 
calving.

(vii) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 540.829 Potassium hetacillin for in- 

tramammary infusion.
(a) Requirements for certification—

(1) Standards of identity, strength, qual
ity and purity. Potassium hetacillin for 
intramammary infusion contains potas
sium hetacillin in a menstruum of re
fined peanut oil with a suitable and 
harmless dispersing agent. It contains in 
each 10 milliliter syringe an amount of 
potassium hetacillin equivalent to 62.5 
milligrams of ampicillin. Its potency is 
satisfactory if it contains not less than 
90 percent and not more than 120 per
cent of the number of milligrams of am
picillin that it is represented to contain. 
It gives a positive identity test for heta
cillin. Its moisture content is not more 
than 1.0 percent. Its pH is not less than
7.0 and not more than 8.0. The potassium 
hetacillin used conforms to the require
ments of § 440.29 of this chapter.

(2) Labeling. It  shall be labeled in ac
cordance with the requirements of 
paragraph (c) of this section and § 510.- 
55 of this chapter.

(3) Requests for certification; samples. 
In addition to complying with the re
quirements of §514.50 of this chapter 
each such request shall contain:

(i) Results of tests and assays on:
(a) The potassium hetacillin used in 

making the batch for potency, safety, 
moisture, pH, potassium hetacillin con
tent, identity, and crystallinity.

(b) The batch for potency, moisture, 
pH, and identity.

(ii) Samples required:
(a) The potassium hetacillin used in 

making the batch, 10 packages, each 
containing approximately 300 milli
grams.
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(b) The batch: A minimum of 8 im
mediate containers.

(b) Tests and method of assay.— (1) 
Potency. Proceed as directed for ampicil
lin in § 436.105 of this chapter using the 
ampicillin working standard as the 
standard of comparison and preparing 
the sample for assays as follows: Expel 
the syringe contents into a high speed 
glass blending jar containing 1 milli
liter of polysorbate 80 and sufficient 
0.1 M  potassium phosphate buffer, pH 8.0 
(solution 3) to give a stock solution of 
convenient concentration. Blend for 3 to 
5 minutes. Further dilute an aliquot of 
the stock solution with solution 3 to the 
reference concentration of 0.1 micro
gram of ampicillin per milliliter (esti
mated).

(2) Moisture. Proceed as directed in 
§ 436.201 of this chapter.

(3) pH. Proceed as directed in § 436.- 
202 of this chapter, preparing the sample 
for assay as follows: Transfer the con
tents of the well-shaken 10-milliliter 
syringe into a large centrifuge tube, add
20.0 milliliters of benzene, shake vigor
ously for 3 minutes and centrifuge at 
medium speed for 5 minutes. Carefully 
decant the benzene without disturbing 
the precipitate. Reconstitute the residue 
with 10.0 milliliters of carbon dioxide- 
free water.

(4) Hetacillin identity. Proceed as di
rected in § 436.305 of this chapter pre
paring the sample solution as follows: 
Place 1.0 milliliter of the well-shaken 
sample into a 50 milliliter volumetric 
flask. Brink to volume with a 4:1 solution 
of acetone and 0.1N hydrochloric acid.

(c) Conditions of marketing— (1) 
Specifications. The drug is in an oil 
suspension and conforms to the certi
fication requirements of paragraph (a) 
of this section.

(2) Sponsor. See No. 000015 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) The drug is 
used for the treatment of acute, chronic, 
or subclinical bovine mastitis in lactat- 
ing cows caused by susceptible strains of 
Streptococcus agalactiae, Streptococcus 
dysgalaetiae, Staphylococcus aureus, and 
Escherichia coli.

(ii) Infuse 10 milliliters (potassium 
hetacillin equivalent to 62.5 milligrams 
ampicillin activity) into each infected 
quarter. Repeat at 24-hour intervals 
until a maximum of three treatments 
has been given. I f  definite improvement 
is not noted within 48 hours after treat
ment, the causal organism should be 
further investigated.

(iii) Milk that has been taken from 
animals during treatment and for 72 
hours (6 milkings) after the latest treat
ment must not be used for food. Treated 
animals must not be slaughtered for food 
until 10 davs after the latest treatment.

(iv) Federal law restricts-this drug to 
use by or on the order of a licensed 
veterinarian.
§ 540.874 Procaine penicillin G intra- 

mammary dosage forms.
§ 540.874a Procaine penicillin G in oil.

(a) Requirements for certification. 
The requirements for certification for 
procaine penicillin G in oil are described 
under § 540.274c.
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(fc) Tests and methods of assay. The 
tests and methods of assay for procaine 
penicillin G in oil are described under 
§ 540;274c.

(c) Conditions of marketing— (1) 
Specifications. Each 10 milliliters of the 
drug contains 100,000 units of procaine 
penicillin G. The drug complies with the 
requirements of § 540.274c(a).

(2) Sponsor. See No. 010515 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) It is used 
for the treatment of bovine mastitis in 
lactating cattle (or cows) only.

(ii) Ten milliliters of the drug is ad
ministered by intramammary infusion in 
each infected quarter. Treatment may 
be repeated at 12-hoiir intervals up to a 
total of 3 doses, as indicated by the clin
ical response.

(iii) Milk that has been taken from 
animals during treatment and for 60 
horn's (5 milkings) after the latest treat
ment must not be used for food.

(iv) Animals should not be slaughtered 
for food during treatment or within 3 
days after the last treatment.
§ 540.874b Procaine penicillin G-sodium 

novobiocin in oil.
(a) Requirements for certification— 

(1) Standards of identity, strength, 
quality and purity. Procaine penicillin 
G-sodium novobiocin in oil is a sus
pension of procaine penicillin G and 
sodium novobiocin in refined peanut oil, 
with or without one or more suitable and 
harmless dispersants, suspending agents 
and preservatives and with or without 
the addition of a gelling agent. It con
tains in each milliliter 10,000 units of 
procaine penicillin G and 10 mg of novo
biocin. Its procaine penicillin G content 
is satisfactory if it contains not less than 
90 percent and not more than 125 per
cent of the number of units of penicillin 
G it is represented to contain. Its novo
biocin content is satisfactory if it is not 
less than 90 percent and not more than 
125 percent of the number of milligrams 
of novobiocin it is represented to contain. 
The drug is intended for use by udder in
stillation and each single dose as recom
mended in its labeling contains not more 
than 100,000 units of penicillin G. Its 
moisture content is not more than 1 
percent. The procaine penicillin G used 
conforms to the requirement of § 440.- 
74a(a) (1) of this chapter, except para
graph (a) (1) ( i i ) , (iii), and (iv) of that 
section. The sodium novobiocin used 
conforms to the requirements of § 455.51 
of this chapter, except paragraph 
> )  (1) (ii).

(2) Labeling. It shall be labeled in 
accordance with the requirements of 
§ 510.55 of this chapter.

(3) Requests for certification; sam
ples. In addition to complying with the 
requirements of § 514.50 of this chapter, 
each such request shall contain:

(i) The results of tests and assays on:
(a) The procaine penicillin G used in 

making the batch for potency, moisture, 
pH, crystallinity, and procaine penicillin 
G content. -

(b) The sodium novobiocin used in 
making the batch for potency, loss on

drying, pH, residue on ignition, specific 
rotation, identity, and crystallinity.

(c) The batch for potency and mois
ture.

(ii) Samples required:
(a) The procaine penicillin used in 

making the batch: 10 packages, each 
containing not less than 300 milligrams.

(b) The sodium novobiocin used in 
making the batch, 6 packages, each con
taining approximately 600 ml.

(c) The batch: A minimum of 8 im-- 
mediate containers.

(b) Tests and methods of assay— 
(1) Potency— (i) Penicillin content. Pro
ceed as directed in § 436.105 using 
the novobiocin-resistant strain of Staph
ylococcus aureus (ATCC 12692) / prepar
ing the sample for assay as follows: Place 
the equivalent of one dose of the sample 
into a high-speed glass blender jar with 
1 milliliter of polysorbate 80 and suffi
cient 1 percent potassium phosphate 
buffer, pH 6.0 (solution 1) to give a stock 
solution of convenient concentration. 
Blend 3 to 5 minutes. Further dilute an 
aliquot of the stock solution with solution 
1 to the reference concentration of 1 
unit of penicillin per milliliter 
(estimated).

(ii) Novobiocin content. Proceed as 
directed in § 436.105, preparing the 
sample for assay as follows: Place the 
equivalent of one dose of the sample into 
a high-speed glass blender jar with 1 
ml of polysorbate 80 and sufficient 0.1 M  
potassium phosphate buffer, pH 8.0 
(solution 3) to give a stock solution of 
convenient concentration. Blend 3 to 5 
minutes. To an aliquot of the stock solu
tion, add 0.5 ml of penicillinase solution. 
Further dilute the aliquot of stock solu
tion with 10 percent potassium phos
phate buffer, pH 6.0 (solution 6) to the 
reference concentration of 0.5 micro
gram of novobiocin per milliliter (esti
mated) . Allow to stand for one-half hour 
at 37° C. before filling the cylinders on 
the plates.
- (2) Moisture. Proceed as directed in 
§ 436.201 of this chapter.
§ 540.874c Procaine penicillin G-neo- 

mycin in oil.
(a ) Requirements for certification. 

Procaine penicillin G-neomycin in oil 
conforms to all requirements and is sub
ject to all procedures prescribed by 
§ 440.274 for procaine penicillin G in oil, 
except that:

(1) It contains neomycin sulfate. H ie 
neomycin used conforms to the stand
ards prescribed by § 444.42a(a) (1) (i),
(v) and (vi) of this chapter.

(2) It may contain cortisone or a suit
able derivative of cortisone and/or one 
suitable sulfonamide.

(3) In addition to the labeling re
quirements prescribed bv § 440.274a (a)
(3) of this chanter, each package shall 
bear on the outside wranper or container 
and the immediate container the state
ment “ 'p’or udder instillation of cattle 
onlv.” I f  it contains cortisone or a deriva
tive of cortisone and/or a sulfonamide,

1 Available from: American Tvpe Culture 
Collection, 12301 Parklawn Drive, Rockville, 
MD 20852.

each package shall bear on its label and  
labeling, after the name “procaine peni
cillin G -neom ycin in  oil,” wherever it
appears, the words “w ith ------- the
blank being filled in with the established 
names of such other ingredients, in 
juxtaposition with such name.

(4) In addition to complying with 
the requirements of § 440.274a(a) (4) of 
this chapter, a person who requests cer
tification of a batch shall submit with 
his request a statement showing the 
batch mark and (unless it was previously 
submitted) the results and the date of 
the latest tests and assays of the neo
mycin used in making the batch for 
potency, moisture, and pH; and the 
number of units of procaine penicillin G 
and the number of milligrams of neo
mycin in each gram or milliliter of the 
batch. He shall also submit in connection 
with his request a sample consisting of 
not less than 5 immediate containers of 
the batch and (unless it was previously 
submitted) a sample consisting of 5 pack
ages containing approximately equal por
tions of not less than 0.5 gram each of 
the neomycin used in making the batch.

(b) Tests and methods of assay— (1) 
Potency— (i) Total penicillin content; 
crystalline penicillin content; procaine 
penicillin content. Proceed as directed in 
§ 536.501(a) (1), (2), and (3) of this 
chapter.

(ii) Neomycin content. Prepare the 
sample as directed in § 540.380a(b) (1), 
except use 0.10 M phosphate buffer, pH
8.0, and add sufficient penicillinase to in
activate the penicillin present. Proceed 
as directed in § 436.517(b) (1) of this 
chapter. Its content of neomycin is satis
factory if it contains not less than 85 per
cent of the number of milligrams that it 
is represented to contain.

(2) Moisture. Proceed as directed in 
§ 540.380a(b) (2).
(Secs. 409, 507, 512, 59 Stat. 463, as amended, 
72 Stat. 1785-1788, as amended, 82 Stat. 343- 
351; 21 U.S.C. 348, 357, 360b)

§ 540.874d Procaine penicillin and 
streptomycin in oil; procaine peni
cillin and dihydrostreptomycin in oil.

(a) Requirements for certification. 
The requirements for certification for 
procaine penicillin and streptomycin in 
oil; procaine penicillin and dihydrostrep
tomycin in oil are described under 
§ 540.274e.

(b) Tests and methods of assay. The 
tests and methods of assay for procaine 
penicillin and streptomycin in oil; pro
caine penicillin and dihydrostreptomycin 
in oil are described under § 540.274e.
§ 540.874e Procaine penicillin and di

hydrostreptomycin in oil.
(a) Requirements for certification. 

The requirements for certification for 
procaine penicillin and dihydrostrepto
mycin in oil are described under 
§ 540.274e.

(b) Tests and methods of assay. The 
tests and methods of assay for procaine 
penicillin and dihydrostreptomycin in oil 
are described under § 540.274e.

(c) Conditions of marketing— (1) 
Specifications. Each 10 milliliter dispos
able syringe contains 1,000,000 units of
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procaine penicillin G and 1 gram of di
hydrostreptomycin base, as dihydrostrep
tomycin sulfate in a peanut oil base with 
aluminum monostearate and hydrogen
ated peanut oil as gelling and hardening 
agents. The product meets the specifica
tions of § 540.274e of this chapter.

(2) Sponsor. See No. 011538 in § 510. 
600(c) of this chapter.

(3) Conditions of use. (i) For intra
mammary use to reduce the frequency of 
existing infection and to prevent new in
fections with Staphylococcus aureus in 
dry cows.

(ii) The drug is administered at the 
last milking prior to drying off. The drug 
is infused, 1 syringe into each quarter.

(iii) Not to be used within 6 weeks of 
freshening. Not for use in lactating cows. 
Milk taken from animals within 96 hours 
(8 milkings) after calving must not be 
used for feed. Animals infused with this 
drug must not be slaughtered for food 
within 60 days from the time of infusion 
nor within 96 hours after calving.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 540.874f Procaine penicillin G-novo- 

biocin for intramammary infusion.
(a) Requirements for certification—

(1) Standards of identity, strength, qual
ity, and purity. Procaine penicillin G- 
novobiocin for intramammary infusion 
is a suspension of procaine penicillin G 
and sodium novobiocin in refined vege
table oil with a suitable and harmless 
suspending agent and preservative. It 
contains in each 10-milliliter dose 100,- 
000 units of procaine penicillin G and 150 
milligrams of sodium novobiocin. Its po
tency is satisfactory if it is not less than 
90 percent and not more than 125 per
cent of the number of units of penicillin 
or milligrams of novobiocin that it' is 
represented to contain. Its moisture con
tent is not more than 1.0 percent. The 
procaine penicillin G used conforms to 
the requirements of § 440.74a of this 
chapter, except sterility and pyrogens, 
and the novobiocin used conforms to the 
requirements of § 455.51 of this chapter.

(2) Labeling. It shall be labeled in ac
cordance with the requirements of para
graph (c) of this section and § 510.55 of 
this chapter.

(3) Requests for certification; sam
ples. In addition to complying with the 
requirements of § 514.50 of this chapter, 
each such request shall contain:

(i) Results of tests and assays on:
(a) The procaine penicillin G used in 

making the batch for potency percent G 
content, safety, moisture, pH, and crys
tallinity.

(b) The sodium novobiocin used in 
making the batch for potency, safety, loss 
on drying, pH, specific rotation, identity, 
and crystallinity.

(c) The batch for potency and mois
ture.

(ii) Samples required:
(a) The procaine penicillin G used in 

making the batch: 10 packages, each con
taining approximately 300 milligrams.

(b) The sodium novobiocin used in 
making the batch: 10 packages, each 
containing approximately 300 milli
grams.

(c) The batch: A minimum of 5 im
mediate containers.

(b) Tests and methods of assay— (1) 
Potency. Proceed as directed in § 436.105 
of this chapter using test organism 0 in 
lieu of A to assay for penicillin content, 
preparing the samples for assay as fol
lows:

(1) Penicillin content. Expel the sy
ringe contents into a high speed glass 
blender jar containing 1 milliliter of 
polysorbate 80 and sufficient 1 percent 
potassium phosphate buffer, pH 6.0 (so
lution 1) to give a final volume of 500 
milliliters. Blend for 3 to 5 minutes. Fur
ther dilute an aliquot of this stock solu
tion with solution 1 to the reference con
centration of 1 unit of penicillin per mil
liliter (estimated).

(ii) Novobiocin content. Expel the sy
ringe contends into a high speed glass 
blender jar containing 1 milliliter of 
polysorbate 80 and sufficient 0.1 M  potas
sium phosphate buffer, pH 8.0 (solution 
3) to give a final volume of 500 milli
liters. Blend for 3 to 5 minutes. To an 
aliquot of this stock solution, add suffi
cient penicillinase to inactivate the peni
cillin; further dilute with 10 percent 
potassium phosphate buffer, pH 6.0 
(solution 6) to the reference concentra
tion of 0.5 microgram of novobiocin per 
milliliter (estimated), Allow to stand for 
Vz hour at 37° C before filling the cylin
ders on the plates.

(2) Moisture. Proceed as directed in 
§ 436.201 of this chapter.

(c) Conditions of marketing— (1) 
Specifications. The drug contains a sus
pension of procaine penicillin G, 100,000 
units, and novobiocin sodium, equivalent 
to 150 milligrams of novobiocin, in 10 
milliliters of peanut oil vehicle, and con
forms to the certification requirements 
of paragraph (a) of this section.

(2) Sponsor. See No. 000009 in § 510.- 
600(c) of this chapter.

(3) Conditions of use. (i) Use for the 
treatment of mastitis in lactating cows 
caused by susceptible strains of Staphyl
ococcus aureus and Streptococcus agal- 
actiae.

(ii) Infuse 10 milliliters in each in
fected quarter after milking. Repeat once 
after 24 hours.

(iii) For udder instillation in lactating 
cattle only.

(iv) Do not milk for at least 6 hours 
after treatment; thereafter, milk at reg
ular intervals.

(v) Milk taken from treated animals 
within 72 hours (6 milkings) after the 
latest treatment must not be used for 
foodv

(Vi) Treated animals must not be 
slaughtered for food for 15 days follow
ing the latest treatment.

(vii) I f  redness, swelling, or abnormal 
milk persists, discontinue use and con
sult a veterinarian. \

§ 540.881 Crystalline penicillin-strep
tomycin - polymyxin - oxytetracycline- 
carbomycin powder; crystalline peni
cillin-dihydrostreptomycin - polymyx- 
in-oxytetracycline-carbomycin pow
der.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality, and purity. Crystalline penicil- 
lin-streptomycin-polymyxin-oxytetracy- 
cline-carbomycin powder and crystalline 
penicillin - dihydrostreptomycin - poly
myxin - Oxytetracycline - carbomycin 
powder are a mixture of crystalline 
penicillin, streptomycin or dihydro- 
streptdmycin, polymyxin, crystalline 
Oxytetracycline or crystalline Oxytetra
cycline hydrochloride or a combination 
of these drugs, and crystalline carbo
mycin, with one or more suitable and 
harmless diluents. Each immediate 
container of powder contains not more 
than 100,000 units of penicillin, not less 
than 200 milligrams of streptomycin or 
dihydrostreptomycin, not less than
150,000 units of polymyxin, not less than 
425 milligrams of Oxytetracycline or Oxy
tetracycline hydrochloride or a combina
tion of these drugs, and not less than 100 
milligrams of carbomycin. Its moisture 
content is not more than 6.0 percent. 
The crystalline penicillin used conforms 
to the standards prescribed therefor by 
§ 440.80a (a) of this chapter, except 
paragraphs (a )(1 ) (ii), (iii), (iv ), and
(v) of that section. The streptomycin 
used conforms to the standards pre
scribed therefor by § 444.70a(a) (1), ex
cept paragraph (a )(1 ) (ii), (iii), (iv ), 
and (v) of that section. The dihydro
streptomycin used conforms to the 
standards prescribed therefor by § 444.- 
101a(a) of this chapter, except the 
standards for sterility, toxicity, pyrogens, 
and histamine. The polymyxin B used 
conforms to the standards prescribed 
therefor by § 444.170a(a) of this chapter, 
except the standard for toxicity. The 
Oxytetracycline used is produced by the 
growth of Streptomyces Rimosus. The 
crystalline Oxytetracycline base has a 
potency of not less than 900 micro- 
grams per milliliter on the anhydrous 
basis, has a moisture content of not more 
than 7.5 percent, and a pH of from 5.5 
to 7.5. The crystalline Oxytetracycline 
hydrochloride has a potency of not less 
than 835 micrograms per milligram, a 
moisture content of not more than 1.5 
percent, and a pH of from 2.3 to 2.9. The 
crystalline carbomycin used is produced 
by the growth of Streptomyces halstedii, 
has a potency of hot less than 750 ng. 
per milligram, and has a moisture con
tent of not more than 5.0 percent and a 
pH of from 5.0 to 8.0. Each other in
gredient used, if  its name is recognized in 
the U.S.P. or NJP., conforms to the 
standards prescribed therefor by such 
official compendium.

(2) Packaging. In all cases the im
mediate containers shall be tight con
tainers as defined by the U.S.P. The 
composition of the immediate contain
ers shall be such as will not cause any
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change in the strength, quality, or purity 
of the contents beyond any limit there
for in applicable standards, except that 
minor changes so caused that are nor
mal and unavoidable in good packag
ing, storage, and distribution practice 
shall be disregarded.

(3) Labeling. Each package shall 
bear on its label or labeling, as herein
after indicated, the following:

(i) On the outside wrapper or con
tainer and the immediate container:

(a) The batch mark.
(b) The number of units of penicil

lin; the number of milligrams of strepto
mycin or dihydrostreptomycin; the num
ber of units of polymyxin; the number of 
milligrams of Oxytetracycline, Oxytetra
cycline hydrochloride, or the number of 
milligrams of each such drug where a 
combination of these two drugs is used; 
and the number of milligrams of carbo- 
mycin, in each gram of the batch.

(c) The statement “For udder in
stillation of cattle only.”

(d) The statement “Expiration date
------ ---------” , the blanks being filled in
with the date that is 24 months after 
the month during which the batch was 
certified: Provided, however, That such 
expiration date may be omitted from 
the immediate container if it contains a 
single dose and it is packaged in an indi
vidual wrapper or container.

(e) On the circular or other labeling 
within or attached to the package, ade
quate directions and warnings for the 
veterinary use of such drug by the laity. 
Such circular or other labeling may also 
bear a statement that a brochure or 
other printed matter containing infor
mation for other veterinary uses of such 
drug by a veterinarian licensed by law 
to administer it will be sent to such 
veterinarian on request.

(4) Request for certification; samples.
(i) In addition to complying with the 
requirements of § 514.50 of this chapter, 
a person who requests certification of a 
batch shall submit with his request a 
statement showing the batch mark, the 
number of packages of each size in such 
batch, the batch mark and (unless they 
were previously submitted) the dates of 
the latest tests and assays of the penicil
lin, streptomycin or dihydrostreptomy
cin, polymyxin, Oxytetracycline, Oxytet
racycline hydrochloride, and carbomycin 
used in making the batch.

(ii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following, 
made by him on an accurately represent
ative sample of :

(a) The batch: Potency and moisture.
(b) The penicillin used in making the 

batch: Potency, moisture, pH, crystal
linity, and heat stability.

(c) The streptomycin or dihydro
streptomycin used in making the batch: 
Potency, moisture, pH, streptomycin 
content if  it is dihydrostreptomycin, and 
crystallinity if  it is crystalline dihydro
streptomycin sulfate.

id) The polymyxin used in making 
the batch: Potency.
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(e) The oxytetracycline and oxytetra
cycline hydrochloride used in making the 
batch: Potency, moisture, pH, and 
crystallinity.

(/) The carbomycin used in making 
the batch: Potency, moisture, pH, and 
crystallinity.

(iii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request, in the quantities here
inafter indicated, accurately represent
ative samples of the following:

(a) The batch: 1 package for each
5,000 packages in the batch, but in no 
case less than 6 packages.

(b) The penicillin used in making the 
batch: 10 packaging each containing 
equal portions of not less than 60 milli
grams.

(c) The streptomycin or dihydro
streptomycin used in making the batch: 
6 packages each containing approxi
mately equal portions of not less than 0.5 
gram.

(d) The polymyxin used in making 
the batch: 5 packages each containing 
approximately equal portions of not less 
than 0.5 gram.

(e) The oxytetracycline used in mak
ing the batch: 5 packages of each salt 
used, each containing approximately 
equal portions of not less than 0.5 gram.

(/) The carbomycin used in making 
the batch: 5 packages each containing 
approximately equal portions of not less 
than 0.5 gram.

(flO In case of an initial request for 
certification, each other ingredient used 
in making the batch: 1 package of each 
containing approximately 5 grams.

(iv) No result referred to in paragraph
(a) (4) (ii) (b ), (c ), (d ), (e ), and (/) of 
this section, and no samples referred to in 
paragraph (a) (4) (iii) (b), (c), (d ), (e), 
and (/) of this section, is required if such 
result or samples have been previously 
submitted.

(b) Tests and methods of assay—
(1) Potency— (i) Penicillin content. 
Wash the contents of one immediate 
container of the sample into a 100- 
milliliter volumetric flask with approxi
mately 70 milliliters of absolute 
methanol. Shake the mixture for 1 
minute, dilute to 100 milliliters with abso
lute methanol, and mix thoroughly. 
Centrifuge a portion of this mixture to 
obtain a clear methanol solution. Dilute 
an aliquot of the clear solution with suf
ficient 1.0-percent phosphate buffer, pH
6.0, to obtain a concentration of 1.0 unit 
per milliliter (estimated) and proceed as 
directed in § 440.80a(b) (1) of this chap
ter. Its content of penicillin is satis
factory if it contains not less than 85 
percent of the number of units that it 
is represented to contain.

(ii) Oxytetracycline content. To an 
aliouot of the clear methanol solution 
nrepared as directed in paragraph (a)
(1) (i) of this section, add sufficient 
oenicillinase to completely .inactivate 
the penicillin and then dilute with suf
ficient 0.1 M  monopotassium phosphate 
buffer, pH 4.5, to obtain a concentration 
of 0.25 microgram per milliliter (esti

mated) and proceed as directed in 
§ 446.81a(b) (1) of this chapter, except 
use the oxytetracycline working stand
ard (obtained from the U.S.P. Refer
ence Standards Committee, 46 Park 
Avenue, New York 16, N.Y.) as the 
standard of comparison. Its content of 
oxytetracycline is satisfactory if it con
tains not less than 85 percent of the 
number of milligrams that it is repre
sented to contain.

(iii) Carbomycin content. To an ali
quot of the clear methanol solution 
prepared as directed in paragraph (a)
(1) (i) of this section, add sufficient 
penicillinase to completely inactivate the 
penicillin and then dilute with sufficient 
0.1 M  potassium phosphate buffer, pH
8.0, to obtain a concentration of 1.0 
microgram per milliliter (estimated) 
and proceed as directed in paragraph
(a) (4) (i) of this section. Its content of 
carbomycin is satisfactory if it contains 
not less than 35 percent of the number 
of milligrams that it is represented to 
contain.

(iv) Streptomycin content. Using 10
milliliters of a freshly prepared 2-percent 
solution of anhydrous trichloroacetic 
acid in acetone, wash the contents of an 
immediate container of the sample into 
an extraction funnel prepared by fusing 
a ground-glass joint to the top of a 
medium porosity sintered-glass funnel 
(30 millimeters diameter). Shake the 
mixture for 1 minute and draw off the 
liquid under vacuum. Repeat the ex
traction with four 10-milliliter portions 
of a 2-percent solution of trichloroacetic 
acid in acetone and discard the filtrates. 
Wash the residue in the funnel with five 
10-milliliter portions of 0.1 M  potassium 
phosphate buffer (pH 8.0), withdrawing 
the washings with vacuum. Collect and 
combine the washings and dilute them 
to 50 milliliters with 0.1 M  potassium 
phosphate buffer,. pH 8.0. Proceed as 
directed in § 447.70a (b) (1) (i) through
(ix) of this chapter. Its content of strep
tomycin is satisfactory if it contains not 
less than 85 percent of the number of 
milligrams that it is represented to 
contain. *

(v) Dihydrostreptomycin c o n t e n t .  
Using the dihydrostreptomycin working 
standard as the standard of comparison, 
proceed as directed in paragraph (b) (1)
(iv) of this section. Its content of di
hydrostreptomycin is satisfactory if it 
contains not less than 85 percent of the 
number of milligrams that it is repre
sented to contain.

(vi) Polymyxin content. Dilute an ali
quot of the buffer washings prepared as 
directed in paragraph (b) (1) (iv) of this 
paragraph with sufficient 10-percent po
tassium phosphate buffer, pH 6.0, to 
obtain a concentration of 10 units per 
milliliter (estimated). < Proceed as di
rected in § 444.170a(b) (2) (i) of this 
chapter. Its content of polymyxin is 
satisfactory if it contains not less than 
85 percent of the number of units that it 
is represented to contain.

(2) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.

(3) Oxytetracycline used in making 
the powder— CD Potency. Dilute the
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sample to be tested with sufficient 0.1 
N HC1 to give an appropriate stocx solu
tion. Further dilute with sufficient 0.1 
M  monopotassium phosphate buffer, pH
4.5, to obtain a concentration of 0.24 

j microgram per milliliter, and proceed 
as directed in § 446.10a (b) (l)Jviii) of 
this chapter, using the oxytetracycline 
working standard as the standard of 
comparison, except:

(a) Prepare the standard stock solu
tion by dissolving an appropriate amount 
of the working standard in sufficient 0.1 
N HC1 to give a concentration of 1,000 
micrograms per milliliter. This solution 
may be kept in the refrigerator for 1 
week. Do not freeze.

(b) To prepare solutions for the 
standard curve, make further dilution 
of the stock solution with 0.1 M  mono
potassium phosphate buffer, pH 4.5, to 
obtain concentrations of 0.148, 0.188, 
0.240, 0.308, and 0.400 microgram per 
milliliter.

(ii) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.

(iii) Toxicity. Proceed as directed in 
§ 440.80a(b) (4), using as a test dose 0.5 
milliliter of an aqueous solution contain
ing 2.0 milligrams per milliliter, prepared 
by dissolving 40 milligrams (as the anhy
drous compound) in 2.0 milliliters of 0.1 
N HC1 (if it is the base) and diluting 
with the required amount of water.

(iv) pH. Proceed as directed in 
§ 440.80a(b) (5) (ii) of this chapter, using 
an aqueous solution containing 10 milli
grams per milliliter.

(v) Crystallinity. Proceed as directed 
in § 440.80a(b) (5) (iii) of this chapter.

(4) Carbomycin used in making the 
powder— (i) Potency— (a) Plate assay— 
(1) Cylinders (cups). Use cylinders de
scribed under § 440.80a(b) (1) (i) of this 
chapter.

(2) Culture media. Prepare the cul
ture media for the base and seed layers 
and for carrying the test organism as 
directed in § 440.80a(b) (1) (ii) (a) of this 
chapter, except for the base and seed 
layers adjust the media to pH 8.0 after 
sterilization. Make the nutrient broth 
for preparing an inoculum of the test 
organism as directed in § 440.80a (b) (1) 
(ii) (c) of this chapter.

(3) Working standard. Keep the 
working standard at refrigeration in 
tightly stoppered vials, which in turn are 
kept in larger stoppered vials containing 
a suitable desiccant. Dry approximately 
50 milligrams of the standard as de
scribed in § 440.80a(b) (5) (i) of this 
chapter. Dissolve the weight of dry 
working standard in sufficient methyl 
alcohol to give a concentration of 10,000 
micrograms per milliliter. Further dilute 
with sterile distilled water to give a stock 
solution of 100 micrograms per milli
liter. This stock solution may be kept 
under refrigeration for 1 week. Make 
daily dilutions to a concentration of 1 
microgram per milliliter using 0.1 M  
potassium phosphate buffer, pH 8.0.

(4) Preparation of sample. Prepare 
-the sample to be tested by dissolving in a 
small amount of methyl alcohol and then 
further dilute in 0.1 M  phosphate buffer,
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pH 8.0, to make an appropriate stock 
solution.

(5) Preparation of suspension. Pro
ceed as directed in § 455.106(b) (1) (v) of 
this chapter, except add 0.2 milliliter of 
the adjusted bulk suspension to 100 mil
liliters of agar that has been melted and 
cooled to 48° C.

(6) Preparation of plates. Proceed as 
directed in § 455.106(b) (1) (vi) of this 
chapter.

(7) Assay. Place six cylinders on the 
inoculated agar surface so that they are 
at approximately 60° intervals on a 2.8- 
centimeter radius. Use three plates for 
each sample. Fill three cylinders on 
each plate with the 1.0 microgram per 
milliliter standard and three cylinders 
with the sample diluted to 1.0 microgram 
per milliliter (estimated) in 0.1 ilf potas
sium phosphate buffer, pH 8.0, alter
nating standard and sample. At the 
same time, prepare a standard curve, 
using concentrations of the standard of 
0.64, 0.80, 1.0, 1.25, and 1.56 micrograms 
per milliliter. Use three plates for the 
determination o f  each concentration on 
the curve except the 1.0 microgram per 
milliliter concentration, a total of 12 
plates. The 1.0 microgram per milliliter 
concentration is the reference point of 
the curve. On each of three plates fill 
three cylinders with the 1.0 microgram 
per milliliter standard and the other 
three cylinders with the concentration of 
the standard under test. Thus there will 
be 36 of the 1.0 microgram determina
tions and nine determinations for each of 
the other points on the curve. Incubate 
the plates for 16 to 18 hours at 32° C. to 
35° C. and measure the diameters of the 
circles of inhibition. Average the read
ings of the 1.0 microgram per milliliter 
concentrations and the readings of the 
concentration tested for each set of 
three-plates and average also all 36 read
ings of the 1.0 microgram per milliliter 
concentration. The average of the 36 
readings of the 1.0 microgram per milli
liter concentration is the correction point 
for the curve. Correct the average value 
obtained for_each concentration to the 
figure it would be if the average 1.0 mi
crogram per milliliter reading for that set 
of three plates were the same as the cor
rection point. Thus, if in correction of 
the 0.8 microgram concentration the 
average of the 36 readings of the 1.0 mi
crogram concentration is 20.0 millimeters 
and the average of the 1.0 microgram 
concentration of this set of three plates 
is 19.8 millimeters, the correction is +0.2 
millimeter.

I f  the average reading of the 0.8 micro
gram concentration of these same three 
plates is 19.0 millimeters, the corrected 
value is 19.2 millimeters. Plot these cor
rected values, including the average of 
the 1.0 microgram per milliliter concen
tration, on two-cycle semilogarithmic 
paper using the concentration in micro
grams per milliliter as the ordinate (the 
logarithmic scale) and the diameter of 
the zone of inhibition as the abscissa. 
Draw the standard curve through these 
points. To estimate the potency of the 
sample, average the zone readings of the 
standard and the zone readings of the

sample on the three plates used. I f  the 
sample gives a larger zone size than the 
average of the standard, add the differ
ence between them to the 1.0 microgram 
per milliliter unit zone on the standard 
curve. I f  the average value is low«: 
than the standard value, subtract the 
difference between them from the 1.0 
microgram per milliliter unit value on 
the curve. From the curves read the 
potencies corresponding to these cor
rected values of zone sizes.

(ii) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.

(iii) Toxicity. Proceed as directed in 
§ 440.80a (b) (4) of this chapter, using as 
a test dose 0.5 milliliter of a solution 
containing 2 milligrams per milliliter.

(iv) pH. Using an aqueous solution 
containing 10 milligrams per milliliter, 
proceed as directed in § 440.80a(b) (5) 
(ii) of this chapter.

(v) Crystallinity. Proceed as directed 
in § 440.80a(b) (5) (iii) of this chapter.

PART 544— OLIGOSACCARIDE CERTIFI
ABLE ANTIBIOTIC DRUGS FOR ANIMAL 
USE

Subpart A— Oral Dosage Forms
Sec.
544.110 Dihydrostreptomycin boluses.
544.170 Streptomycin oral dosage forms.
544.170a Streptomycin-polymyxin - bacitra

cin tablets.
544.170b Streptomycin hydrochloride/strep- 

tomycin sulfate oral solution.
544.173 Streptomycin/dihydrostreptomycin 

oral dosage forms.
544.173a Streptomycin/dlhydrostreptomycin 

tablets.
544.173b Streptomycin/dihydrostreptomycin 

syrup; . streptomycin/dihydro- 
streptomycin in gel (streptomy- 
cin/dihydrostreptomycin oral 
suspension); potency.

544.173c Streptomycin / dihydrostreptomy
cin sodium sulfathiazole solu
tion.

544.173d Streptomycin/dihydrostreptomycin 
sulfate oral powder; streptomy
cin sulfate/dihydrostreptomycin 
sulfate oral granules; dihydro
chloride oral powder/oral gran
ules.

544.173e Streptomycin / dihydrostreptomy
cin-kaolin-pectin-aluminum hy
droxide-gel powder.

Subpart B— Implantation or Injectable Dosage 
Forms

544.211 Dihydrostreptomycin / streptomycin 
implantation or injectable dosage 
forms.

544.211a Dihydrostreptomycin / streptomycin 
sulfates aqueous solution.

544.211b Dihydrostreptomycin / streptomycin 
sulfates.

544.274 Streptomycin sulfate/dihydrostrep
tomycin sulfate/crystalline dihy
drostreptomycin sulfate inject
able.

Subpart C— Ophthalmic and Topical Dosage 
Forms

544.370 Streptomycin ophthalmic and top
ical dosage forms.

544.370a Streptomycin for topical use.
544.370b Streptomycin-erythromycin oint

ment.
544.373 Streptomycin / dihydrostreptomycin 

ophthalmic and topical dosage 
forms.

544.373a Streptomycin / dihydrostreptomycin 
ointment.
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Sec.
544.373b Streptomycin / dihydrostreptomy

cin-polymyxin-neomycin ; oint
ment.

Subpart D— Otic Dosage Forms 
544.473 Streptomycin / dihydrostreptcmycin 

otic with antifungal agent. *
Subparts E-H [Reserved]

Subpart I— Certain Other Dosage Forms 
544.973b Streptomycin / dihydrostreptomycin 

• solution for inhalation therapy.
Authority : Secs. 507, 512, 59 Stat. 463 as 

amended, 82 Stat. 343-351 (21 U.S.C. 357, 
360b).

Subpart A— Oral Dosage Forms 
§ 544.110 Dihydrostreptomycin boluses.

(a) Requirements for certification. 
The requirements for certification for 
dihydrostreptomycin boluses are de
scribed under § 544.173a(a).

(b) Tests and methods of assay. The 
tests and methods of assay for dihydro
streptomycin boluses are described in 
§ 544.173a (b).

(c) Conditions of marketing— (1) 
Specifications, (i) The drug is in bolus 
form and conforms to the requirements 
of § 544.l73a(a).

(ii) Each bolus contains dihydrostrep
tomycin sulfate equivalent to 500 milli
grams of dihydrostreptomycin.

(2) Sponsor. See No. 000010 in § 510.- 
600(c) of this chapter.

(3) Related tolerances. See § 556.200 
of this chapter.

(4) Conditions of use. (i) It  is admin
istered orally to calves as an aid in the 
treatment and control of bacterial scours 
(colibacillosis) of calves caused by E. 
coli organisms sensitive to dihydrostrep
tomycin.
, .(ii) It is administered at a dosage level 

of 5 milligrams of dihydrostreptomycin 
for each pound of body weight every 12 
hours until the animal returns to nor
mal. Treatment should continue 24 to 48 
hours after symptoms have subsided.

(iii) Treated animals should not be 
used for food within 10 days after the 
latest treatment. Treatment with the 
drug must not exceed 5 days.
§ 544.170 Sirepfomycin oral dosage 

forms.
§ 544.170a Streptomycin - polymyxin- 

bacitracin tablets.'
(a) Requirements for certification— 

(1) The requirements for certification 
for streptomycin-polymyxin-bacitracin 
tablets are described under § 444.170a of 
this chanter.

(2) When it is packaged for dispens
ing and intended solely for veterinary 
use, its label and labeling shall comply 
with all the requirements prescribed by 
§ 444.170a(a) (3) of this chapter, except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing without 
prescription” , each package shall in
clude information containing directions 
and warnings adequate for the veter
inary use of the drug by the laity and the 
statement “Warning—Not for use in ani
mals which are raised for food produc
tion.”

(b) Tests and methods of assay. The

tests and methods of assay for strepto- 
mycin-polymyxin-bacitracin tablets are 
described under § 444.170a of this 
chapter.
§ 544.170b Streptomycin hydrochloride/ 

streptomycin sulfate oral solution.
(a) Requirements for certification—

(1) Standards of identity, strength, 
quality, and purity. Streptomycin hydro
chloride-solution oral and streptomycin 
sulfate solution oral are aqueous solu
tions of streptomycin hydrochloride or 
streptomycin sulfate, with one or more 
suitable and harmless preservatives and 
with or without one or more essential 
vitamin and mineral substances for 
nutritive purposes. The drug may also 
contain one or more suitable and harm
less buffer substances and stabilizing 
agents. Its potency is not less than 250 
milligrams per milliliter. Its pH is. not 
less than 4 and not more than 7. It  is 
nontoxic. Each preservative, buffer sub
stance, and stabilizing agent used, if its 
name is recognized in the U.S.P. or N.F., 
conforms to the standards prescribed 
therefor by such official compendium.

(2) Packaging. In all cases the im
mediate container shall be a tight con
tainer as defined by the U.S.P. The 
composition of the immediate container 
shall be such as will not cause any 
change in the strength, quality, or purity 
of the contents beyond any limit there
for in applicable standards, except that 
minor changes so caused that are normal 
and unavoidable in good packaging, stor
age, and distribution practice shall be 
disregarded.

(3) Labeling. Each package shall 
bear on the outside wrapper or container 
and the immediate container:

<i) The batch mark.
(ii) The number of milligrams of 

streptomycin in each milliliter of the im
mediate container.

(iii) The statement “Expiration date
----------------” , the blank being filled in
with the date that is 12 months after the 
month during which the batch was certi
fied, except that the blank may be filled 
in with the date that is 18 months or 24 
months after the month during which 
the batch was certified if the person who 
requests certification has submitted to 
the Commissioner results of tests and 
assays showing that after having been 
stored for such period of time, such drug 
as prepared by him complies with the 
standards prescribed by-paragraph (a) 
(1) of this section.

(iv) The name and quantity of each 
preservative used.

(v) The statement “For oral veteri
nary use only” .

(vi) I f  it contains added vitamins or 
minerals, the name and quantity of each 
such substance and a statement that such 
substances are present only for furnish
ing additional vitamins and minerals 
while animals are eating less feed.

(vii) I f  it is intended for use in ani
mals raised for food production, it shall 
be used in accordance with paragraph
(c) of this section.

(4) Request for certification; samples. 
(i) In addition to complying with the 
requirements of § 514.50 of this chapter,

a person who requests certification of a 
batch shall submit with his request a 
statement showing the batch mark, the 
number of packages of each size in the 
batch, and the number of milligrams of 
streptomycin per milliliter. Such request 
shall be accompanied or followed by the 
results of tests and assays made by him 
on the batch for potency, toxicity, and 
pH.

(ii) Such person shall also submit with 
his request, in the quantities hereinafter 
indicated, accurately representative sam
ples of the following:

(a) The batch; 1 immediate container 
for each 5,000 immediate containers in 
the batch, but in no case less than 5 
immediate containers.

(b) In case of an initial request for 
certification, each other ingredient used 
in making the batch; 1 package of each 
containing approximately 5 grams.

(b) Tests and methods of assay— 
(1) Potency. Proceed as directed in 
§ 444.70a(b) (1) of this chapter. Its 
potency is satisfactory if it contains not 
less than 90 percent of the number of 
milligrams of streptomycin per milli
liter that it is represented to contain.

(2) Toxicity. Proceed as directed in 
§ 444.70a(b) (3) of this chapter.

(3) pH. Proceed as directed in 
§ 444.70a(b) (6) (ii) of this chapter.

(c) Conditions of marketing— (1) 
Specifications. Complies with the re
quirements for streptomycin sulfate 
found in paragraph (a) of this section or 
§§ 544.173a(a) or 544.173d(a).

(2) Sponsor. [Reserved]
(3) Special considerations. The quan

tities of antibiotic in paragraph (c) (5) 
of this section refer to the activity of 
the master standard.

(4) Related tolerances. See % 556.610 
of this chapter.

(5) Conditions of use. It is used as 
streptomycin sulfate in drinking water as 
follows:

(i) Calves— (a) Amount per gallon. 
0.5 to 1.5 grams.

(b) Indications for use. Treatment of 
bacterial diarrhea (scours) of calves.

(c) Limitations. Administer not more 
than 5 days; prepare fresh solution daily; 
withdraw 2 days before slaughter; as sole 
source of streptomycin.

(ii) Chickens— (a) Amount per gallon. 
0.5 to 1.5 grams.

(b) Indications for use. Treatment of 
chronic respiratory disease (air-sac in
fection) ; maintenance of weight gains 
during periods of stress; treatment of 
blue comb (nonspecific infectious a l
ter itis ).

(c) Limitations. Administer not more 
than 5 days; not for use in laying chick
ens; prepare fresh solution daily; with
draw 4 fiays before slaughter; as sole 
source of streptomycin.

(iii) Svnne— (a) Amount per gallon. 
0.5 to 1.5 grams.

(b) Indications for use. Treatment of 
bacterial enteritis (scorn's) in swine.

(c) Limitations. Administer not more 
than 4 days; prepare fresh solution daily; 
as sole source of streptomycin.
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§ 544.173 Streptomycin/dihydrostrepto- 
mvcin oral dosage forms.

§ 544.173a Streptomycin/dihydrostrep
tomycin tablets.

(a) Requirements for certification—
(1) Standards of identity, strength, qual
ity, and purity. Streptomycin tablets and 
dihydrostreptomycin tablets are strepto
mycin or dihydrostreptomycin tablets 
with or without glucuronolactone, kaolin, 
or other suitable and harmless absorbent 
ingredients, pectin, and dried aluminum 
hydroxide gel, with or without bismuth 
glycolylarsanilate and one or more suit
able sulfonamides, and with or without 
the addition of one or more suitable and 
harmless diluents, binders, lubricants, 
colorings, and flavorings. It  may contain 
chlorhexidine dihydrochloride or vita
min A and/or bismuth subcarbonate. 
The potency of each tablet is not less 
than 37.5 milligrams. I f  it contains 
chlorhexidine dihydrochloride, each 
tablet contains 375 milligrams of chlor
hexidine dihydrochloride and 37.5 milli
grams of dihydrostreptomycin. Its mois
ture content is not more than 10 percent. 
Tablets not exceeding 15 millimeters in 
diameter, or not intended only for pre
paring solutions, shall disintegrate 
within 1 hour. The streptomycin or di
hydrostreptomycin used conforms either 
to the standards prescribed by § 444.70a
(a) (1) of this chapter or § 444.10a(a) 
of this chapter, except the standards 
for sterility, pyiogens, and histamine 
content, or to the standards prescribed 
by § 539.170(a) of this chapter. Each 
other substance used, if its name is rec
ognized in the U.S.P. or N.P., conforms to 
the standards prescribed therefor by such 
official compendium.

(2) Packaging. In all cases the im
mediate container shall be a well closed 
container or a tight container as defined 
by the U. S. P. and it may contain a 
desiccant separated from the tablets by 
a plug of cotton or other like material. 
The composition of the immediate con
tainer shall be such as will not cause any 
change in the strength, quality, or purity 
of the contents beyond any limit therefor 
in applicable standards, except that 
minor changes so caused which are 
normal and unavoidable in good packag
ing, storage, and distribution practice 
shall be disregarded.

(3) Labeling. In addition to the label
ing requirements prescribed by § 201.105 
of this chapter (regulations issued un
der section 502(f) of the act), each 
package shall bear on the outside 
wrapper or container and the immediate 
container, as hereinafter indicated, the 
following:

(i) The statement “Expiration date
---------- ” , the blank being filled in with
the date that is 24 months after the 
month during which the batch was cer
tified, except that the blank may be filled 
in with the date that is 36 months or 
48 months after the month during which 
the batch was certified if the person 
who requests certification has submitted 
to the Commissioner results of test and 
assays showing that after having been 
stored for such period of time such drug 
as prepared by him complies with the

standards prescribed in paragraph (a)
(1) of this section.

(ii) I f  it contains, in addition to strep
tomycin or dihydrostreptomycin one or 
more of the other active ingredients spec
ified in paragraph (a) (1) of this section, 
after the name “streptomycin tablets” or 
“dihydrostreptomycin tablets” , wherever
it appears, the words “w ith ________ ” ,
the blank being filled in with the estab
lished name of each such other ingredient 
and the words being in juxtaposition with 
such name.

(iii) In lieu of the statement “Caution:4 
Federal law restricts this drug to use by 
or on the order. of a licensed veteri
narian” , each package shall include in
formation containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity. I f  it contains 
bismuth subcarbonate, its label and label
ing shall include reference to its use only 
in cats and dogs.

(iv) I f  it is intended for use in animals 
raised for food production, it shall be used 
in accordance with paragraph (c) of this 
section, § 544.110(c) or § 544.170b(c)

(4) Request for certification; sam
ples. (i) In addition to complying with 
the requirements of § 514.50 of this chap
ter, a person who requests certification 
of a batch of streptomycin or dihydro- 
streptomycin tablets shall submit with 
his request a statement showing the 
batch mark, the number of packages of 
each size in such batch, the batch mark 
and (unless it was previously submitted) 
the date on which the latest assay of the 
streptomycin or dihydrostreptomycin 
used in making such batch was com
pleted, the potency of each tablet, the 
quantity of each ingredient used in mak
ing the batch, the date on which the 
latest assay of the drug comprising such 
batch was completed, and a statement 
that each ingredient used in making the 
batch conforms to the requirements pre
scribed therefor, if any, by this section.

(ii) Except as otherwise provided in 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following, 
made by him on an accurately repre
sentative sample of:

(a) The batch: Average potency per 
tablet, average moisture, and if required 
by paragraph (a) (1) of this section, dis
integration time.

(b) The streptomycin or dihydrostrep
tomycin used in making the batch; 
potency, toxicity, moisture, pH, strepto
mycin content if it is dihydrostreptomy
cin, and crystallinity if it is crystalline 
dihydrostreptomycin sulfate.

(iii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request, in the quantities here
inafter indicated, accurately representa
tive samples of the following:

(a) The batch:
( 1 ) For potency and moisture: One 

tablet for each 5,000 tablets in the batch, 
but in no case less than 30 tablets, col
lected by taking single tablets through
out the entire time of tableting so that 
the quantities tableted during the in
tervals are approximately equal.

(2) For disintegration time: 6 
tablets.

(b) The streptomycin or dihydro
streptomycin used in making the batch; 
five packages containing approximately 
equal portions of not less than 0.5 gram 
each, packaged in accordance with the 
requirements of § 444.70a(a) (2) of this 
chapter.

(c) In case of an initial request for 
certification, each other ingredient used 
in making the batch; one package of 
each containing approximately 5 grams.

(iv) No result referred to in paragraph
(a) (4) (ii) (b) of this section, and no 
sample referred to in paragraph (a) (4)
(iii) (b) of this section, is required if such 
result or sample has been previously sub
mitted.

(b) Tests and methods of assay— (1) 
Potency—ti) Streptomycin content. Us
ing 12 tablets, proceed as directed in 
§ 444.70a(b) (1) of this chapter, except 
paragraph (b )(1 ) (x) and (xi) of that 
section, and in lieu of the directions in 
paragraph (b ) ( l ) ( v )  of that section, 
prepare the sample as follows: Place the 
tablets in a glass blending jar containing 
500 milliliters of 0.1 M  potassium phos
phate buffer, pH 8.0. Using a high-speed 
blender, blend for 3 to 5 minutes and 
then make the proper estimated dilu
tions in the buffer solution; except if it is 
a bolus, add 1 milliliter polysorbate 80 
and 499 milliliters of 0.1 M  potassium 
phosphate buffer, pH 8.0, to a glass blend
ing jar, turn on blender, and add three 
boluses. Blend for 5 minutes and then 
allow to stand at room temperature for 
at least 1 horn*. Blend again for 5 min
utes. Pour contents of blending jar into a 
beaker, stir with a magnetic stirrer and 
while stirring remove an aliquot for mak
ing the proper estimated dilutions. The 
average potency of streptomycin tablets 
is satisfactory if they contain not less 
than 85 percent of the number of milli
grams that they are represented to con
tain.

(ii) Dihydrostreptomycin content. 
Proceed as directed in paragraph (b) (1)

. (i) of this section, using the dihydro
streptomycin working standard as a 
standard of comparison. The average 
potency of dihydrostreptomycin tablets 
is satisfactory if it contains not less than 
85 percent of the number of milligrams 
it is represented to contain.

(2) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.

(3) Disintegration time. Proceed as 
directed in § 440.180a(b) (3) of this 
chapter.

(c) Conditions of marketing— (1) 
Chemical name. Chlorhexidine dihydro
chloride: l,l'-hexamethylenebis [5-p- 
chlorophenyl) biguanidie] dihydrochlo
ride.

(2) Specifications, (i) The drug in 
tablet form conforms to the require
ments of § 544.l73a(a) of this chapter 
and in oral suspension to § 544.173b(a) 
of this chapter.

(ii) Dihydrostreptomycin sulfate is 
the sulfate salt of the antibiotic sub
stance obtained by hydrogenation of the 
antibiotic substance produced by the 
growth of Streptomyces griseus or the
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same antibiotic substance produced by 
any other means.

(3) Sponsor. See No. 000856 in 
§ 510.600(c) of this chapter.

(4) Special considerations. The quan
tities of antibiotic in paragraph (c) (6) 
of this section refer to the activity of the 
master standard.

(5) Related tolerances. See §§ 556.200 
and 556.120 of this chapter.

(6) Conditions of use. It is used as di
hydrostreptomycin sulfate in tablets or 
suspension for oral administration to 
calves as follows:

(1) Amount. 150 milligrams of dihydror 
streptomycin and 1.5 grams of chlor
hexidine dihydrochloride per 100 pounds 
of body weight per day.

(ii) Indications for use. For treatment 
of bacterial scours in calves:

(iii) Limitations. Administer one dose 
per day for 5 days; withdraw 3 days be
fore slaughter.
§ 544.173b Streptomycin/dihydrostrep- 

tomycin syrup; streptomycin /dihy
drostreptomycin in gel (streptomy
cin/ dihydrostreptomycin oral sus
pension) ; potency.

(a) Requirements_ for certification—
(1) Standards of identity, strength, 
quality, and purity. Streptomycin syrup 
and dihydrostreptomycin syrup are 
streptomycin or dihydrostreptomycin 
dissolved in a suitable and harmless dil
uent that contains one or more suitable 
and harmless preservatives. Streptomy
cin in gel and dihydrostreptomycin in 
gel are streptomycin and dihydrostrep
tomycin dissolved or suspended in a suit
able and harmless gel base that con
tains a suitable and harmless adsorbent 
and one or more suitable and harm
less preservatives. Each such drug may 
contain one or more suitable and harm
less suspending or dispersing agents, 
flavorings, pectin, chlorhexidine dihydro
chloride, bismuth glycolylarsanilate, bis
muth magma, or bismuth subcarbonate, 
suitable mineral salts, procaine hydro
chloride, a suitable antispasmodic agent, 
and one or mpre suitable sulfonamides. 
Its potency is not less than 10 milligrams 
per milliliter; however, if  it contains 
chlorhexidine dihydrochloride, each mil
liliter contains 12.5 milligrams of chlor
hexidine dihydrochloride and 1.25 milli
grams of dihydrostreptomycin. The 
streptomycin used conforms to the stand
ards prescribed therefor by § 444.70a(a)
(1) of this chapter, except paragraphs
(a )(1 ) (ii), (iv ), (v ), and (vi) of that 
section. The dihydrostreptomycin used 
conforms to the standards prescribed 
therefor by § 444.10a(a) of this chapter 
respectively, except the standards for 
sterility, pyrogens, moisture, and hista
mine content. Each other substance used, 
if its name is recognized in the U.S.P. 
or N.F., conforms to the standards pre
scribed therefor by such official com
pendium

(2) Packaging. In all cases the im
mediate container shall be glass, so 
closed as to be a tight container as de
fined by the U.S.P. and of such compo
sition that will not cause any change in 
the strength, quality, or purity of the 
contents beyond any limit therefor in
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applicable standards, except that minor 
changes so caused which are normal and 
unavoidable in good packaging, storage, 
and distribution practice shall be disre
garded.

(3) Labeling. In addition to the label
ing requirements prescribed by § 201.105 
of this chapter (regulations issued under 
section 502(f) of the act), each package 
shall bear on the outside wrapper or con
tainer and the immediate container, as 
hereinafter indicated, the following:

(i) The statement “Expiration date 
 ” , the blank being filled in

1 with the date that is 18 months after the 
month during which the batch was cer
tified, except that the blank may be 
filled in with the date that is 24 months 
or 36 months after the month during 
which the batch was certified if the per
son who requests certification has sub
mitted to the Commissioner results of 
tests and assays showing that after hav
ing been stored for such period of time 
such drug as prepared by him complies 
with the standards prescribed by para
graph (a) (1) of this section.

(ii) I f  it contains, in addition to strep
tomycin or dihydrostreptomycin, one or 
more of the other active ingredients spec
ified in paragraph (a) (1) of this section, 
after the name “streptomycin sirup” , 
“streptomycin in gel” , “dihydrostrep
tomycin sirup” , or “dihydrostreptomycin 
in gel” , wherever such name appears, the 
words “w ith_________ :__ (the blank be
ing filled in with the established name of 
each such other ingredient)” , in juxta
position with such name.

(iii) In lieu of the statement, “Caution: 
Federal law restricts this drug to use by 
or on the order of a licensed veterinar
ian”, each package shall include infor
mation containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity.

(iv) I f  it is intended for use in ani
mals raised for food production, it shall 
be used in accordance with § 544.173a
(c).

(4) Request for certification; samples.
(i) In addition to complying with the

. requirements of § 514.50 of this chap
ter, a person who requests certifica
tion of a batch shall submit with his 
request a statement showing the batch 
mark, the number of packages of each 
size in such batch, the batch mark 
and (unless it was previously sub
mitted) the date on which the latest 
assay of the streptomycin or dihydro
streptomycin used in making the batch 
was completed, the potency per milliliter 
of the batch, the quantity of each in
gredient used in making the batch, the 
date on .which the latest assay compris
ing such batch was completed, and a 
statement that each ingredient used in 
making the batch conforms to the re
quirements prescribed therefor, if  any, 
by this section.

(ii) Except as otherwise provided in 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following, 
made by him on an accurately represent
ative sample o f:

(a) The batch; average potency per 
milliliter.

(b ) The streptomycin or dihydro
streptomycin used in making the batch; 
potency, toxicity, pH, streptomycin con
tent if it is dihydrostreptomycin, and 
crystallinity if it is crystalline dihydro
streptomycin.

(iii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section 
such person shall submit in connection 
with his request, in the quantities here
inafter indicated, accurately represent
ative samples of the following:

(a) The batch; one immediate con
tainer for each 5,000 immediate con
tainers in the batch, but in no case less 
than 5 immediate containers, collected 
by taking single immediate containers at 
such intervals throughout the entire 
time of packaging the batch that, the 
quantities packaged during the intervals 
are approximately equal.

(b) The streptomycin or dihydro- 
streptomyein used in making the batch; 
five packages containing approximately 
equal portions of not less than 0.5 gram 
each packaged in accordance With the 
requirements of § 444.70a(a) (2) of this 
chapter.

(c) In case of an initial request for 
certification, each other ingredient used 
in making the batch; one package of 
each containing approximately 5 grams.

(iv) No result referred to in para
graph (a) (4) (ii) (b) o f this section, and 
no sample referred to in paragraph (a)
(4) (iii) (b) of this section, is required 
if such result or sample has been pre
viously submitted.

(b) Tests and methods of assay—
(1) Streptomycin content. Proceed as 
directed in § 444,70a(b) (1) of this chap
ter, except paragraph (b) (1) (xi) of that 
section, and except that if it is in an oil 
base proceed as directed in § 536.501(a)
(2) of this chapter. Its potency is satis
factory if it contains not less than 85 
percent of the number of milligrams of 
streptomycin that it is represented to 
contain.

(2) Dihydrostreptomycin content. 
Using dihydrostreptomycin working 
standard as the standard of comparison, 
proceed as directed in § 444.70a (b) (1) of 
this chapter, except paragraph (b) (1) 
(xi) of that section, and except that if it 
is in an oil base proceed as directed in 
§ 536.501(a) (3) of this chapter. Its 
potency is satisfactory if it contains not 
less than 85 percent of the number of 
milligrams of dihydrostreptomycin that 
it is represented to contain.

(c) Conditions of marketing. The con
ditions of marketing are described un
der § 544.173a (c). , •
§ 544.173c Streptomycin / d i hyd r o -  

streptomycin sodium sulfathiazole 
solution.

(a) Requirements for, certification—
(1) Standards of identity, strength, 
quality, and purity. Streptomycin-so
dium sulfathiazole solution and dihydro- 
streptomycin-sodium sulfathiazole solu
tion are streptomycin or dihydrostrepto- 
mycin and sodium sulfathiazole dissolved 
in a suitable and harmless vehicle. Each 
milliliter contains not less than 35 milli-
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grams of streptomycin or dihydrostrepto
mycin and not less than 25 milligrams of 
sodium sulfathiazole. It  is sterile. It  is 
nontoxic. It  is nonpyrogenic. It  contains 
no histamine nor histamine-like sub
stance. Its pH is not less than 5.0 and 
not more than 8.0. The streptomycin 
used conforms to the standards pre
scribed therefor by § 444.70a(a) (1) of 
this chapter, except paragraph (a) (1)
(vi) of that section. The dihydrostrepto
mycin used conforms to the standards 
prescribed therefor by § 444.10a(a) of 
this chapter, except the standard for 
moisture. Each other substance used, if 
its name is recognized in the U.S.P. or 
N.F., conforms to the standards pre
scribed therefor by such official com
pendium

(2) Packaging; labeling. It  shall be 
packaged and labeled in accordance with 
the requirements of § 444.270b(a) (2) 
and (3) of this chapter, except that in 
addition to the requirements of para
graph (c) each package shall bear on the 
outside wrapper or container and the 
immediate container:,

(1) The composition of the vehicle.
(ii) The number of milligrams of so

dium sulfathiazole in each milliliter of 
the batch.

<iii) The statement “For veterinary 
use only” .

(iv) The statement “Warning—Not for 
use in animals which are raised for food 
production” .

(3) Requests for certification, samples. 
The person who requests certification of 
a batch shall submit in connection with 
his request the same information and 
number of samples for the batch as pre
scribed by § 444.270b (a) (4) of this 
chapter.

(b) Tests and methods of assay— (1) 
Potency. Proceed as directed in § 444.70a
(b) (1) (x) of this chapter, except if it 
contains dihydrostreptomycin use the 
dihydrostreptomycin working standard 
as a standard of comparison. Its content 
of streptomycin or dihydrostreptomycin 
is satisfactory if it contains not less than 
85 percent of the number of milligrams 
that it is represented to contain.

(2) Sterility, pyrogens, histamine, 
streptomycin content if it  is dihydro
streptomycin. Proceed as directed hi 
§§ 444.70a(b) (2), (4), and (5), and 
444.270b (b) (2) of this chapter.

(3) Toxicity. Proceed as directed in 
§ 440.80a (b) (4) of this chapter, using as 
a test dose 0.5 milliliter of a solution 
containing 1.5 milligrams of streptomy
cin or dihydrostreptomycin per milli
liter.

(4) pH. Proceed as directed in 
§ 440.80a(b) (5) (ii) of this chapter, using 
the undiluted drug.
§ 544.173d Streptomycin / dihydro-  

streptomycin sulfate oral powder; 
streptomycin sulfate/dihydrostrep- 
tomycin sulfate oral granules; dihy
drochloride oral powder /oral 
granules.

(a) Requirements for certification—
(1) Standards of identity,- strength, 
quality, and purity. Streptomycin sul
fate powder oral, streptomycin sulfate 
granules oral, dihydrostreptomycin sul

fate powder oral, dihydrostreptomycin 
sulfate granules oral, dihydrostreptomy
cin hydrochloride powder oral, and 
dihydrostreptomycin hydrochloride gran
ules oral are streptomycin sulfate, dihy
drostreptomycin sulfate, or dihydro
streptomycin hydrochloride, with or 
without one or more suitable and harm
less dilutents and stabilizing agents, with 
or without one or more suitable sulfon
amides, and with or without one or .more 
essential vitamin and mineral sub
stances for nutritive purposes. Its potency 
is not less than 3.75 grams per pound. Its 
moisture content is not more than 7 per
cent. The streptomycin or dihydrostrep
tomycin used conforms to the standards 
prescribed by § 539.17(a) (1). Each other 
ingredient used, if its name is recognized 
in the U.S.P. or N.F., conforms to the 
standards prescribed therefor by such 
official compendium.

(2) Packaging. In all cases the im
mediate containers shall be tight con
tainers as defined by the U. S. P. The 
composition of the immediate contain
ers shall be such as will not cause any 
change in the strength, quality, or purity 
of the contents beyond any limit there
for in applicable standards, except that 
minor changes so caused which are nor
mal and unavoidable in good packaging, 
storage, and distribution practice shall 
be disregarded.

(3) Labeling. Each package shall 
bear on its label or labeling as herein
after indicated, the following:

(i) On the outside wrapper or con
tainer and the immediate container:

(a) The batch mark.
(b) The number of milligrams of 

streptomycin or dihydrostreptomycin 
per gram and the number of grams in 
the immediate container.

(c) I f  it contains one or more sulfon
amides, the name and quantity of each 
such ingredient.

(d) The statement “Expiration date
---------------- ” , the blank being filled in
with the date that is 12 months (if its 
potency is less than 150 grams per 
pound) or 36 months (if its potency is 
150 grams or more per pound) after the 
month during which the batch was certi
fied, except that if the person who re
quests certification has submitted to the 
Commissioner results of tests and assays 
that show that such drug as prepared by 
him is stable for 24 months, 36 months, 
48 months, or 60 months, such date may 
be used for such drug.

(e) The statement “For oral veter
inary use only” .

(/) I f  it contains added vitamins or 
minerals, the name and quantity of each 
such substance and a statement that 
such substances are present only for 
furnishing additional vitamins and 
minerals while animals are eating less 
feed.

(gr) I f  it is intended for use in ani
mals raised for food production, it shall 
be used in accordance with § 544.170b(c) 
of this chapter.

(h ) The statement “For manufac
turing use” , “For repacking” , or “For 
manufacturing use or repacking” , when 
packaged for repacking or for use as an

ingredient in the manufacture of an
other drug, as the case may be.

(ii) On the label and labeling, if it 
contains one or more sulfonamides, after 
the name “streptomycin sulfate powder 
oral” , “streptomycin sulfate granules 
oral” , “dihydrostreptomycin s u l f a t e  
powder oral” , “dihydrostreptomycin sul
fate granules oral” , “dihydrostreptomy
cin hydrochloride powder oral” , or “di
hydrostreptomycin hydrochloride gran
ules oral” , wherever such name appears, 
the words “with sulfonamide(s) ” , in 
juxtaposition with such name.

(iii) On the circular or other labeling 
within or attached to the packaged, ade
quate directions and warnings for the 
veterinary use of such drug by the laity. 
Such circular or other labeling may also 
bear a statement that a brochure or 
other printed matter containing infor
mation for other veterinary uses of such 
drug by a veterinarian licensed by law to 
administer it will be sent to such veteri
narian on request.

(4) Request for certification; samples.
(i) In addition to complying with the 
requirements of § 514.50 of this chapter, 
a person who requests certification o f a 
batch shall submit with his request a 
statement showing the batch mark, the 
number of packages of each size in such 
batch, the batch mark and (unless it was 
previously submitted) the date on which 
the latest assay of the streptomycin or 
dihydrostreptomycin used in making 
such batch was completed, the quantity 
of each ingredient used in making the 
batch, the date on which the latest assay 
of the drug comprising such batch was 
completed, and a statement that each 
other ingredient used conforms to the re
quirements prescribed therefor, i f  any, 
by this section.

(ii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following, 
made by him on an accurately repre
sentative sample of :

(a) The batch; potency and moisture.
(b) The streptomycin or dihydro

streptomycin used in making the batch; 
potency, toxicity, moisture, pH, and 
streptomycin content i f  it is dihydro
streptomycin.

(iii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section 
such person shall submit in connection 
with his request, in the quantities herein
after indicated, accurately representative 
samples of the following:

(a) The batch; one immediate con
tainer for each 5,000 Immediate con
tainers in the batch, but in no case less 
than 5 immediate containers, unless 
each such container is packaged to con
tain more than 15 grams, in which case 
the sample shall consist of 15 grams for 
each 5,000 immediate containers in the 
batch, but in no case less than five 15- 
gram portions. Such samples shall be 
collected by taking single Immediate 
containers or 15-gram portions at such 
intervals throughout the entire time of 
packaging the batch that the quantities 
packaged during the intervals are ap
proximately equal.
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(b) The streptomycin or dihydro
streptomycin used in making the batch; 
6 packages containing approximately 
equal portions of not less than 1.0 gram 
each, packaged in accordance with the 
requirements of § 539.170(a) (2) of this 
chapter.

(c) In case of an initial request for 
certification, the other ingredients used 
In making the batch; one package of 
each containing approximately 5 grams.

(iv) No result referred to in para
graph (a) (4) (ii) (b) of this section, and 
no sample referred to in paragraph
(a) (4) (iii) (b) of this section, is re
quired if such result or sample has been 
previously submitted.

(b) Tests and methods ■ of assay—
(1) Potency. Proceed as directed in 
§ 444.70a(b) (1) of this chapter, except 
if it contains dihydrostreptomycin use 
the dihydrostreptomycin working stand
ard as the standard of comparison. Its 
potency is satisfactory if  it contains not 
less than 90 percent of the number of 
milligrams of streptomycin or dihydro- 
streptomycin per gram that it is repre
sented to contain.

(2) Moisture. Using a 1-gram sample, 
proceed as directed in § 440.80a(b) (5)
(i) of this chapter.
§ 544.173e Streptomycin / dihydro-  

streptomycin - kaolin - pectin-alumi
num hydroxide gel powder.

(a) Requirements for certification—
(1) Standards of identity, strength, qual
ity, and purity. Streptomycin-kaolin- 
pectin-aluminum hydroxide gel powder 
and dihydrostreptomycin-kaolin-pectin 
aluminum hydroxide gel powder are 
streptomycin or dihydrostreptomycin, 
kaolin, pectin, and dried aluminum 
hydroxide gel, with or without the ad
dition of one or more suitable and 
harmless diluents, colorings, and fla
vorings. Its content of streptomycin or 
dihydrostreptomycin is not less than 37.5 
milligrams per gram of powder. Its mois
ture content is not more than 10 percent. 
The streptomycin used conforms to the 
standards prescribed therefor by 
§ 444.70a (a) (1) of this chapter, except 
paragraph (a )(1 ) (ii), (iv ), and (v) 
of that section. The dihydrostreptomy
cin used conforms to the standards 
prescribed therefor by § 444.10a(a) of 
this chapter, except the standards for 
sterility, pyrogens, and histamine con
tent. Each other substance used, if its 
name is recognized in the U.S.P. or N.F., 
conforms to the standards prescribed 
therefor by such official compendium

(2) Packaging. In all cases the im
mediate container shall be a tight con
tainer as defined by the U. S. P. The 
composition of the immediate container 
shall be such as will not cause any 
change in the strength, quality, or purity 
of the contents beyond any limits there
for in applicable standards, except that 
minor changes so caused which are nor
mal and unavoidable in good packaging, 
storage, and distribution practice shall 
be disregarded.

(3) Labeling. Each package shall 
bear, on its label or labeling as herein
after indicated, the following:
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(U On the outside wrapper or con
tainer and the immediate container:

(a) The batch mark.
(b) The number of milligrams of 

streptomycin or dihydrostreptomycin 
per gram in the immediate containers.

(c) The quantity of kaolin, pectin, 
and aluminum hydroxide per gram in the 
immediate container.

id) The statement “Expiration date
__________ ” , the blank being filled in
with the date which is 12 months after 
the month during which the batch was 
certified, except that the blank may 
be filled in with the date which is 
24 months, 36 months, or 48 months 
after the month in which the batch was 
certified if  the person who requests 
certification has submitted to the Com
missioner results of tests and assays 
showing that after having been stored 
for such period of time such drug as 
prepared by him complies with the 
standards prescribed by paragraph (a)
(1) of this section.

(e) The statement “For veterinary 
use only” .

(/) The statement “Warning—Not 
for use in animals which are raised for 
food production”.

(ii) On the circular or other labeling 
within or attached to the package, direc
tions and precautions adequate for the 
use of such powder, including:

(a) Clinical indications.
(b) Dosage and administration.
(c) Contraindications.
id) Untoward effects that may ac

company administration.
I f  two or more such immediate contain
ers are in such package, the number of 
"circulars or other labeling shall not be 
less than the number of such containers.

(4) Request for certification; samples.
(i) In addition to complying with the 
requirements of § 514.50 of this chap
ter, a person who requests certification 
of a batch shall submit with his request a 
statement showing the batch mark, the 
number o f packages of each size in such 
batch, the batch mark and (unless it 
was previously submitted) the date on 
which the latest assay of the streptomy
cin or dihydrostreptomycin used in mak
ing such batch was completed, the 
potency per gram of powder, the quan
tity of each ingredient used in making 
the batch, the date on which the latest 
assay of the drug comprising such batch 
was completed, and a statement that 
each ingredient used in making the batch 
conforms to the requirements prescribed 
therefor, if any, by this section.

(ii) Except as otherwise provided in 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following, 
made by him on an accurately repre
sentative sample of:

(ft) Tlje batch; average potency per 
gram of powder and average moisture.

(b) The streptomycin or dihydro
streptomycin used in making the batch; 
potency, toxicity, moisture, pH, strepto
mycin content if  it is dihydrostreptomy- 
cin, and crystallinity i f  It is crystalline 
dihydrostreptomycin sulfate.

(iii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request, in the quantities here
inafter indicated, accurately represent
ative samples of the following:

(a) The batch; one immediate con
tainer for each 5,000 containers in the 
batch, but in no case less than 20 such 
containers, unless each such container is 
packaged to contain more than 1.0 gram, 
in which case the sample shall consist 
of 1.0 gram for each 5,000 immediate 
containers in the batch, but in no case 
less than 20 grams. Such samples shall 
be collected by taking single immediate 
containers or 1.0-gram portions at such 
intervals throughout the entire time the 
containers are being filled that the quan
tities packaged during the intervals are 
approximately equal.

(b) The streptomycin or dihydro
streptomycin used in making the batch; 
5 packages containing approximately 
equal portions of not less than 0.5 gram 
each, packaged in accordance with the 
requirements of § 444.70a(a) (2) of this 
chapter.

(c) In case of an initial request for 
certification, each other ingredient used 
in making the batch; one package of 
each containing approximately 5.0 
grams.

(iv) No result referred to in para
graph (a) (4) (ii) (b) of this section, and 
no sample referred to in paragraph (a)
(4) (iii) (b) of this section, is required if 
such result or sample has been previously 
submitted.

(b) Tests and methods of assay— (1) 
Potency— (i) Streptomycin content. Us
ing 3.0 grams of the sample, proceed as 
directed in § 444.70a(b) (1) of this chap
ter, except paragraph (b) (1) (xi) of that 
section. Its potency is satisfactory if it 
contains not less than 85 percent of the 
number of milligrams of streptomycin it 
is represented to contain.

(ii) Dihydrostreptomycin c o n t e n t .  
Proceed as directed in paragraph (b) (1)
(i) of this section, using the dihydro
streptomycin working standard as a 
standard of comparison. Its potency is 
satisfactory if it contains not less than 
85 percent of the number of milligrams 
of dihydrostreptomycin it is represented 
to contain.

(2) Moisture. Proceed as'directed in 
§ 440.80a(b) (5) (i) of this chapter.

Subpart B— Implantation or Injectable 
Dosage Forms

§ 544.211 Dihydrostreptomycin / strep
tomycin implantation or injectable 
dosage forms.

§ 544.211a Dihydrostreptomycin /strep
tomycin sulfates aqueous solution.

(a) Requirements for certification—
(1) Standards of identity, strength, qual
ity, and purity. Dihydrostreptomycin- 
streptomycin sulfates solution is an aque
ous solution of dihydrostreptomycin- 
streptomycin sulfates. Such solution con
forms to all standards prescribed by 
§ 544.211b(a) (1) for dihydrostreptomy- 
cin-streptfomycin sulfates, except the 
limitation on moisture content, and ex
cept that:
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(1) It may contain suitable and harm
less buffer substances, preservatives, and 
stabilizing agents. Each other substance 
used, if its name is recognized in the 
U. S. P. or N. F., conforms to the stand
ards prescribed therefor by such official 
compendium.

(ii) Its pH is not less than 5.0 and not 
more than 7.5.

(2) Packaging. It shall be packaged 
in accordance with the requirements of 
§ 444.270b(a) (2) of this chapter.

(3) Labeling. It shall be labeled in 
accordance with the requirements of 
§ 444.70a(a) (3) (ii) or (iii) of this 
chapter.
- (4) Request for certification; samples. 
In addition to complying -with the re
quirements of § 544.211b(a) (4), a person 
who requests certification of a batch shall 
submit in connection with his initial re
quest one package containing approxi
mately 5.0 grams of each other ingredient 
used In making the batch.

(b) Tests and methods of assay—
(1) Potency. Proceed as directed in 
§ 444.10a(b) (1) of this chapter. Its total 
potency is satisfactory if  it contains not 
less than 90 percent of the combined 
number of milligrams of dihydrostrepto
mycin and streptomycin than it is rep
resented to contain.

(2) Content of streptomycin sulfate. 
Proceed as directed in § 444.10a(b) (2) 
of this chapter, making appropriate di
lutions so that the aliquot used for the 
colorimetric measurement contains 5.0 
milligrams of streptomycin (estimated) , 
and modify the calculations in accord
ance with the dilutions made. Its con
tent of streptomycin is satisfactory if it 
contains not less than 40 percent and 
not more than 60 percent of the total 
potency as determined under paragraph
(b) (1) of this section.

(3) Sterility, toxicity, pyrogens, hista
mine. Proceed as directed in § 444.70a(b)
(2 ) , (3), (4), and (5) of this chapter,

(4) pH. Using the undiluted solution, . 
proceed as directed in § 440.80a(b) (5) 
(ii) of this chapter.
§ 544.211b Dihydrostreptomycin /strep

tomycin sulfates.
(a) Requirements for certification—

(1) Standards of identity, strength, qual
ity, and purity. Dihydrostreptomycin- 
streptomycin sulfates is a mixture of 
equal parts of dihydrostreptomycin sul
fate and streptomycin sulfate. It  is so 
purified and dried that:

(i) It  is sterile.
(ii) It is nontoxic.
(iii) It is nonpyrogenic.
(iv) It  contains no histamine or his

tamine like substance,
(v ) Its moisture content is not more 

than 5 percent.
(vi) Its pH in an aqueous solution con

taining 0.1 gram of dihydrostreptomycin 
and 0.1 gram of streptomycin per milli
liter is not less than 4.5 and not more 
than 7.0.
The dihydrostreptomycin sulfate used 
conforms to the standards prescribed by 
§ 444.10a(a) of this chapter, except the 
standards for streptomycin content. The
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streptomycin sulfate used conforms to 
the standards prescribed by § 444.70a(a)
(1) of this chapter.

(2) Packaging. It shall be packaged 
in accordance with the requirements 
prescribed by § 510.45, except that in 
case it is packaged for dispensing each 
immediate container shall contain not 
less than 0.5 gram of dihydrostreptomy
cin and 0.5 gram of streptomycin or 
multiples of each such salt up to and 
including 5.0 grams of dihydrostrepto
mycin and 5.0 grams of streptomycin.

(3) Labeling. It shall be labeled in ac
cordance with § 444.70(a) (3) (ii) or (iii) 
of this chapter, except that each package 
shall bear on the outside wrapper or con
tainer the number of grams of dihydro
streptomycin, the number of grams of 
streptomycin, and the total number of 
grams of both salts in the immediate 
container.

(4) Request for certification; samples.
(i) In addition to complying with the re
quirements of § 514.50 of this chapter, 
a person who requests certification of 
a batch shall submit with his request 
a statement showing the batch mark, 
the number of packages of each size 
in such batch, the batch marks, and 
(unless they were previously submitted) 
the dates on which the latest assays 
of the dihydrostreptomycin and strep
tomycin used in making the batch were 
completed, the content of dihydro
streptomycin and streptomycin in each 
container, and the date on which the 
latest assay of the drug comprising such 
batch was completed. I f  such batch or 
any part thereof is to be packaged with 
a solvent, such request shall also be ac
companied by a statement that such sol
vent conforms to the requirements de
scribed therefor by this section.

(ii) Except as otherwise provided by 
paragraph (a) (4) (v) of this section, such 
person shall submit in connection with 
his request results of the tests and assays 
listed after each of the following made 
by him on an accurately representative 
sample of:

(a) The batch; content of dihydro
streptomycin and streptomycin, sterility, 
toxicity, pyrogens, histamine content, 
moisture, and pH.

(b) The dihydrostreptomycin and 
streptomycin used in making the batch; 
potency, and if crystalline dihydro
streptomycin is used, crystallinity.

(iii) Except as otherwise provided by 
paragraph (a) (4) (v) of this section, 
such person shall submit in connection 
with his request, in the quantities here
inafter indicated, accurately representa
tive samples of the following:

(a) The batch:
(1) For all tests except sterility: One 

immediate container for each 5,000 im
mediate containers in the batch, but in 
no case less than six immediate con
tainers.
Such samples shall be collected by tak
ing single immediate containers at such 
intervals throughout the entire time of 
packaging the batch that the quantities 
packaged during the intervals are ap
proximately equal.
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(2) For sterility testing: 20 immediate 
containers collected at regular intervals 
throughout each filling operation.

(b) The dihydrostreptomycin used in 
making the batch; 3 packages, each con
taining approximately equal portions of 
not less than 0.5 gram, packaged in ac
cordance with the requirements of 
§ 444.70a(a) (2) of this chapter.

(c) The streptomycin used ih mak
ing the batch; three packages containing 
approximately 0.5 gram packaged in 
accordance with the requirements of 
§ 444.70a (a) (2) of this chapter.

(iv) I f  such batch is packaged for re
packing, such person shall submit with 
his request a sample consisting of the 
following:

(a) For all tests except sterility: 6 
packages.

(b) For sterility testing: 20 packages.
Each such package shall contain not less 
than 0.5 gram of dihydrostreptomycin 
and 0.5 gram of streptomycin taken from 
different parts of such batch, and each 
shall be packaged in accordance with the 
requirements for veterinary use of 
§ 444.70a(a) (2) of this chapter.

(v) No result referred to in paragraph
(a) (4) (ii) of this section, and no sample 
referred to in paragraph (a) (4) (iii) (b) 
and (c) of this section, is required if such 
result or sample has been previously 
submitted.

(b) Tests and methods of assay— (1) 
Potency. Proceed as directed in § 444.- 
10a(b) (1) of this chapter. Its total 
potency is satisfactory if it contains not 
less than 90 percent of the combined 
number of milligrams of dihydrostrepto
mycin and streptomycin that it is rep
resented to contain.

{2) Content of streptomycin sulfate. 
Proceed as directed in § 444.10a(b) (2) 
of this chapter, making appropriate 
dilution so that the aliquot used for the 
colorimetric measurement contains 5.0 
milligrams of streptomycin (estimated) 
and modify the calculations in accord
ance with the dilutions made. Its con
tent of streptomycin is satisfactory if it 
contains not less than 45 percent and 
not more than 55 percent of the total 
potency as determined under paragraph
(b) (1) of this section.

(3) Sterility, toxicity, pyrogens, his
tamine, moisture, pH. Using the total 
potency of the sample for preparing di
lutions and weighings, proceed as di
rected in § 444.70a(b)(2), (3), (4), (5), 
and (6) of this chapter.
§ 544.274 Streptomycin sulfate / dihy

drostreptomycin sulfate / crystalline 
dihydrostreptomycin sulfate inject
able.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality, and purity. Streptomycin sulfate 
injection is an aqueous solution of strep
tomycin sulfate. Dihydrostreptomycin 
sulfate injection is an aqueous solution 
of dihydrostreptomycin sulfate or crys
talline dihydrostreptomycin sulfate. Such 
solution conforms to all standards pre
scribed by § 444.70a(a) of this chapter 
for streptomycin sulfate or § 444.10a(a)
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of this chapter for dihydrostreptomycin 
sulfate or crystalline dihydrostreptomy
cin sulfate, except:

(1) The limitation on moisture con
tent does not apply.

(ii) The histamine test maybe omitted 
if it has been performed on streptomycin 
sulfate, dihydrostreptomycin sulfate, or 
crystalline dihydrostreptomycin sulfate 
used in preparing the solution.

(iii) It  contains one or more suitable 
and harmless preservatives.

(iv) Its pH is not less than 5.0 and not 
more than 8.0.

(v) It may contain one or more suit
able and harmless buffer substances and 
stabilizing agents.

(2) Packaging. In  all cases the im
mediate container shall be a tight con
tainer as defined by the U.S.P., shall be 
sterile at the time of filling and closing, 
shall be so sealed that the contènts can
not be used without destroying the seal, 
and shall be of such composition as will 
not cause any change in the strength, 
quality, or purity of the contents beyond 
any limit therefor in applicable stand
ards, except that minor changes so 
caused which are normal and unavoid
able in good packaging, storage, and dis
tribution practice shall be disregarded.

(3) Labeling— (i) It  shall be labeled 
in accordance with the requirements pre
scribed by § 201.105 of this chapter and 
each package shall include information 
containing directions and warnings ade
quate for the veterinary use of the drug 
by the laity in lieu of thé statement 
“Caution: Federal law restricts this drug 
to use by or on the order of a licensed vet
erinarian” (as provided in § 201.105(b)
(1) of this chapter) unless such state
ment is required by regulations issued 
under section 512 (i) of the act.

(ii) Its labeling shall bear any addi
tional information required for the drug 
by specific regulations.

(iii) On the outside wrapper or con
tainer and the immediate container, the
statement “Expiration d a te___________
_” , the blank being filled in with the
date that is 12 months after the month 
during which the batch was certified ex
cept that the blank may be filled in with 
the date that is 18 months, 24 months, 36 
months, 48 months, or 60 months after 
the month during which the batch was 
certified if the person who requests cer
tification has submitted to the Commis
sioner results of tests and assays showing 
that after having been stored for such 
period such drug as prepared by him 
complies with the standards prescribed 
by paragraph (a) (1) of this section.

(iv) On the outside wrapper or con
tainer the statement “Store in refrig
erator not above 15° C. (59° F .)” or 
“Store below 15° C. (59° F .)” unless the 
person who requests certification has 
submitted to the Commissioner results of 
tests and assays showing that such drug 
as prepared by him complies with the 
standards prescribed by paragraph (a)
(1) of this section after having been 
stored at room temperature.

(v) The statement “Warning—The 
use of this drug must be discon-

tinued for 30 days before treated animals 
are slaughtered for food” . I f  the drug is 
intended for use in animals producing 
milk for human consumption, the label
ing shall also bear the statement “Milk 
that has been taken from animals dur
ing treatment and for — —  hours 
(______milkings) after the latest treat
ment must not be used for food” , the 
blanks being filled with the figures 96 
and 8 respectively, unless the sponsor of 
the drug has submitted the results of 
tests and assays demonstrating that resi
dues of the drug in milk from treated 
animals persist for a shorter period of 
time and the shorter period is authorized 
by the Commissioner.

(4) Request for certification, check 
tests and assays; samples, (i) In addi
tion to complying with the requirements 
of § 514.50 of this chapter, a person who 
requests certification of a batch shall 
submit with his request a statement 
showing the batch mark, the number of 
packages of each size in the batch, the 
number of milligrams or grams dissolved 
in each of such packages, the date on 
which the latest assay of the drug com
prising such batch was completed, and 
if it is crystalline dihydrostreptomycin 
sulfate injection, the batch mark and 
(unless it was previously submitted) the 
date on which the latest assay of the 
crystalline dihydrostreptomycin sulfate 
used in making such batch was com
pleted.

(ii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following, 
made by him on an accurately repre
sentative sample o f:

(a) The batch; potency, sterility, tox
icity, pyrogens, histamine content (ex
cept that the result of this test performed 
on the streptomycin sulfate, dihydro
streptomycin sulfate, or crystalline dihy
drostreptomycin sulfate used in making 
the batch may be submitted instead), pH, 
and streptomycin content, if it is dihy
drostreptomycin sulfate or crystalline 
dihydrostreptomycin sulfate.

(b) The streptomycin sulfate or dihy
drostreptomycin sulfate used in making 
the batch; potency on dry basis and 
crystallinity if it is crystalline dihydro
streptomycin sulfate.

(iii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section such 
person shall submit in connection with 
his request, in the quantities hereinafter 
indicated,' accurately representative 
samples of the following:

(a) The batch, if packaged for dis
pensing:

(1) For all tests except sterility : One 
immediate container for each 5,000 im
mediate containers in such batch; but 
in no case less than five immediate con
tainers.
Such samples shall be collected by taking 
single immediate containers at such in
tervals throughout the entire tipie of 
packaging the batch that the quantities 
packaged during the intervals are ap
proximately equal.

(2) For sterility testing: 20 immediate 
containers collected at regular intervals 
throughout each filling operation.

(b) The batch, if packaged for use in 
the manufacture of another drug:

(1) For all tests except sterility: Five
pftflrp ges

(2) *hr sterility testing: 20 packages.
Each such package shall contain approx
imately 2 milliliters, taken from a differ
ent part of such batch, and each shall be 
packaged in accordance with the require
ments of paragraph (a) (2) of this sec
tion.

(c) The streptomycin or dihydro
streptomycin used in making the batch; 
one immediate container, unless it is 
crystalline < ■ dihydrostreptomycin, in 
which case the sample shall consist of 
three immediate containers. Each im
mediate container shall contain approxi
mately 0.5 gram or the dried drug. I f  
the streptomycin or dihydrostreptomy
cin used in making the batch is a solu
tion of the drug, the person who requests 
certification shall dry a sufficient quan
tity of such solution for potency testing 
on the dry basis.

(d) In case of an initial request for 
certification, each other ingredient used 
in making the batch; one package of 
each containing approximately 5 grams.

(iv) No result referred to in paragraph
(a) (4) (ii) (b) of this section, and no 
sam p le  referred to in paragraph (a) (4)
(iii) (c) o f this section is required if such 
result or sample has been previously sub
mitted.

(v ) In connection with contemplated 
requests for certification of repackaged 
batches or batches of another drug in 
the manufacture of which it is to be 
used, the manufacturer of the batch 
which is to be so repacked or used may 
request the Commissioner to make check 
tests and assays onfa sample of such 
batch, taken as prescribed by paragraph
(a) (4) (iii) (b) of this section. From the 
information required by paragraph (a)
(4) (ii) (a) of this section may be omitted 
results of tests and assays not required 
for the batch when used in such other 
drug. The Commissioner shall report to 
such manufacturer results of such 
check tests and assays as are so re
quested.

(b )  Tests and methods of assay— (1 ) 
I f  it is streptomycin sulfate injection, 
proceed as directed in § 444.70a(b) of 
this chapter.

(2) I f  it is dihydrostreptomycin sul
fate injection or crystalline dihydro
streptomycin sulfate injection, proceed 
as directed in § 444.10a(b) of this chap
ter, except that the histamine test may 
be omitted if it is performed on the dihy- 
drostreptomycin sulfate or crystalline di- 
hydrostreptomycin sulfate used in pre
paring the injection, and except that in 
lieu of the directions in § 444.10a(b) (2) 
of this chapter determine the strepto
mycin content as follows:

(i) Preparation of standard. Prepare 
a standard aqueous solution of the Food 
and Drug Administration streptomycin 
working standard containing 0.25 milli
gram of streptomycin base per milliliter.
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Transfer 1.0, 1.5, and 2.0 milliliter ali
quots to test tubes (approximately 16 
millimeters x 150 millimeters. Add 1.0, 
0.5, and'O m illiliter of distilled water to 
give a 2.0-milliliter volume.

(ii) Preparation of sample. Dilute 1.0 
milliliter of the dihydrostreptomycin 
sulfate solution to be tested (containing 
250 to 500 milligrams of dihydrostrepto
mycin) to 25.0 milliliters in a volumetric 
flask. Transfer 2.0 milliliters to a test 
tube.

(iii) Blank. Use 2.0 milliliters of dis
tilled water.

(iv) Procedure. To each tube contain
ing 2.0 milliliters, add, in turn, 8.0 milli
liters of 0.12V NaOH (freshly prepared 
from 12V NaOH), mix thoroughly, and 
immediately determine the optical den
sity at 325 mu in a suitable spectropho
tometer. Set the spectrophotometer at 
100-percent light transmission for the 
blank similarly treated. Return the solu
tion to the test tube, heat in a boiling 
water bath for 10 minutes, cool in an 
ice bath for 3 minutes, and allow to come 
to room temperature. Determine the 
optical density at 325 m^. The difference 
in reading before and after heating is 
the optical density of the aliquot. Pre
pare a standard curve. The concentra
tion of streptomycin in the sample solu
tion obtained directly from the standard 
curve times 1,250, divided by the number 
o l  milligrams of dihydrostreptomycin in 
the original dihydrostreptomycin solu
tion, equals the percent of streptomycin.

Subpart C— Ophthalmic and Topical 
Dosage Forms

§ 544.370 Streptomycin ophthalmic and 
topical dosage forms.

§ 544.370a Streptomycin for topical use.
(a) Requirements for certification—

(1) The requirements for certification for 
streptomycin for topical use; strepto
mycin with ------------ - (the blank be
ing filled in with the name of the vehicle 
if a package combination) for topical use 
are described under § 444.570b of this 
chapter.

(2) When it is packaged for dispens
ing and it is intended solely for veteri
nary use, its label and labeling shall 
comply with all the requirements pre
scribed by § 444.570b(a) (3) of this chap
ter, except that in lieu of the statement 
“Cadtion: Federal law prohibits dispens
ing without prescription” , each package 
shall include information containing di
rections and warnings adequate for the 
veterinary use of the drug by the laity.

(b) Tests and methods of assay. The 
tests and methods of assay for strepto
mycin for topical use are described under 
§ 444.570lxof this chapter.
§ 544.370b Streptomycin - erythromycin 

ointment.
(a) Requirements for certification—

(1) Standards of identity, strength, 
quality, and purity. Streptomycin- 
erythromycin ointment is streptomycin 
and erythromycin in a suitable and 
harmless ointment base, with or with
out one or more suitable sulfonamides 
and with or without suitable and harm
less dispersing and suspending agents.

Its moisture content is not more than 1.0 
percent. It  contains per gram not less 
than 3 milligrams of streptomycin and 
not less than 5 milligrams of erythromy
cin. The streptomycin used conforms to 
the requirements of § 444.70a(a) (1) of 
this chapter, except paragraph (a )(1 ) 
( i i ) , ( i i i ) , ( iv ) , and (v) of that section. 
The erythromycin used is produced 
by the growth of Streptomyces eryth- 
reus, has a potency of not less than 850 
micrograms per milligram (on the an
hydrous basis), has a moisture content 
of not more than 10 percent, its pH in 
a saturated aqueous solution is not less 
than 8 and not more than 10.5, and it 
gives a characteristic color test with 
acetone and hydrochloric acid. Each 
other substance used, i f  its name is rec
ognized in the U.S.P. or N.F., conforms 
to the standards prescribed therefor by 
such official compendium.

(2) Packaging. Streptomycin-eryth
romycin ointment shall be packaged 
in collapsible tubes which shall be well- 
closed containers as defined by the 
U.SP. The composition of the imme
diate container shall be such as will not 
cause any change hi the strength, qual
ity, or purity of the contents beyond any 
limit therefor in applicable standards, 
except that minor changes so caused 
that are normal and unavoidable in good 
packaging, storage, and distribution 
practice shall be disregarded.

(3) Labeling. Each package shall 
bear on its label or labeling, as herein
after indicated, the following:

(i) On the outside wrapper or con
tainer and the immediate container:

(a) The batch mark.
(b) The number of milligrams of 

streptomycin and the number of milli
grams of erythromycin in each gram or 
milliliter of the batch.

(c) I f  it contains one or more sul
fonamides, the name and quantity of 
each such ingredient in each gram or 
milliliter of the batch.

(d) The statement “For veterinary 
use only” .

(e) The statement “Expiration .date
--------” , the blank being filled in with
the date that is 12 months after the 
month during which the batch was cer
tified except that the blank may be filled 
in with the date which is 18 months, 24 
months, or 36 months after the month 
during which the batch was certified 
if the person who requests certification 
has submitted to the Commissioner re
sults of tests and assay showing that 
after having been stored for such period 
of time, such drug as prepared by him 
complies with the standards prescribed 
by paragraph (a) (1) of this section: Pro
vided, however, That such expiration 
date may be omitted from the immediate 
container if  It contains a single dose 
and it is packaged in an Individual wrap
per or container.

(ii) On the label and labeling, if  it 
contains one or more sulfonamides, after 
the name “streptomycin-erythromycin 
ointment” , wherever it appears, the 
words “ with sulfonamide (s) ” , in jux
taposition with such name.

(iii) On the circular or other labeling 
‘within or attached to the package, ade

quate directions and warnings for the 
veterinary use of such drug by the laity. 
Such circular or other labeling may also 
bear a statement that a brochure or other 
printed matter containing information 
for other veterinary uses of such drug by 
a veterinarian licensed by law to admin
ister it will be sent to such veterinarian 
on request.

(4) Requests for certification; sam
ples. (i) In addition to complying with 
the requirements of § 514.50 of this chap
ter, a person who requests certification 
of a batch shall submit with his request 
a statement showing the batch mark and 
(unless they were previously submitted) 
the dates on which the latest assays of 
the streptomycin and erythromycin used 
in making such batch were completed, 
the quantity of each ingredient used in 
making the batch, the date on which the 
latest assay of the drug comprising such 
batch was completed, and a statement 
that each ingredient used in making the 
batch conforms to the requirements pre
scribed therefor by this section.

(ii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following, 
made by him on an accurately represent
ative sample of:

(a) The batch: Potency and moisture.
(b) The streptomycin and erythromy

cin used in making the batch: Potency, 
pH, moisture, and color-identity test, if 
it is erythromycin.

(iii) Except as otherwise provided by 
paragraph (a )(4 )(iv ) of this''section, 
such person shall submit in connection 
with his request, in the quantities here
inafter indicated, accurately representa
tive samples of the following:

(a) The batch: 1 immediate container 
for each 5,000 immediate containers in 
the batch, but in no case less than 6 
immediate containers, collected by tak
ing single immediate containers at such 
intervals throughout the entire time of 
packaging the batch that the quantities 
packaged during the intervals are ap
proximately equal.

(b) The streptomycin used in making 
the batch: 6 packages containing ap
proximately equal portions of not less 
than 0.5 gram each, packaged in accord
ance with the requirements of § 444.70a
(a) (2) of this chapter.

(c) The erythromycin used in mak
ing the batch: 5 packages, each contain
ing approximately equal portions of not 
less than 0.5 gram.

(d) In case of an initial request for 
certification, the ingredients used in 
making the ointment base of the batch:
1 package of each, containing approxi
mately 200 grams, except for the sus
pending or dispersing agents and sul
fonamides used, in which case the sam
ple shall consist of approximately 5 
grams.

(iv) No result referred to in paragraph
(a) (4) (ii) (b) of this section, and no 
samples referred to in paragraph (a) (4) 
(iii) (b) and (c) of this section, is re
quired if such result or samples have 
been previously submitted.
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(b) Tests and methods of assay— (1) 
Ointment— (i) Potency— (a) Strepto
mycin content. Proceed as directed in 
§ 444.70a (b) (1) (i) through (ix) of this 
chapter, except prepare the sample 
as follows: Place a representative 
quantity of the ointment (usually an en
tire container) in a blending jar con
taining approximately 225 milliliters of 
chloroform. Using a high-speed blender, 
blend the mixture for 3 minutes. Trans
fer the blended material to a large 
Buchner funnel (at least 10 centimeters 
in diameter) fitted with a highly reten
tive filter paper and attached to a 
vacuum line. Apply vacuum long 
enough to insure removal of chloroform 
from the filter cake. Place the filter 
cake and the paper ih a blending jar 
containing 250 milliliters of 0.1 M  phos
phate buffer, pH 8.0, and blend for 10 
minutes. Filter the blended material 
through a fast, porous, filter paper. 
Dilute the filtrate to obtain a solution for 
assay containing 1.0 microgram per 
milliliter. Its content of streptomycin is 
satisfactory if  it contains not less than 
85 percent of the number of milligrams 
per gram that it is represented to 
contain.

(b) Erythromycin content— (I )  cyl
inders (.cups). Use cylinders described 
under § 440.80a(b) (1) (i) of this chapter.

(2) Culture media. Prepare the cul
ture media for the base and seed layers 
and for carrying the test organism as 
directed in § 440.80a(b) (1) (ii) (a) of this 
chapter, except for the base and seed 
layers adjust the media to pH 8.0 after 
sterilization. Make the nutrient broth for 
preparing an inoculum of the test or
ganism as directed in § 440.80a(b(1) (ii)
(c) of this chapter.

(3) Working standard. Keep the 
working standard (obtained from the 
U.S.P. Reference Standards Committee, 
46 Park Avenue, New York 16, N.Y.) at 
refrigeration in tightly stoppered vials, 
which in turn are kept in larger stop
pered vials containing a suitable desic
cant. Dry 30 milligrams to 50 milligrams 
of the standard as described in § 440.80a
(b) (5) (i) of this chapter. Dissolve the 
weight of dry working standard in suf
ficient methyl alcohol to give a concen
tration of 10,000 micrograms per milli
liter. Further dilute with 0.1 M  potassium 
phosphate buffer, pH 7.8 to 8.0, to give a 
stock solution of 1,000 micrograms per 
milliliter. This stock solution may be 
kept under refrigeration for 1 week.

(4) Standard curve. Using the work- 
ihg-standard stock solution, prepare a 
standard curve as directed in § 444.70a
(b )(1 ) (iv) of this chapter.

(5) Preparation of spore suspension. 
The test organism is Sarcina lutea 
ATCC 9341.1 Maintain the test orga
nism on slants of nutrient agar de
scribed in paragraph (b) (1) (i) (b ) (2) of 
this section and transfer to a fresh agar 
slant once a week. Prepare a suspension 
of the test organism as follows: Streak 
an agar slant heavily with the test or-

1 Available from: American Type Culture 
Collection, 12301 Parklawn Dr., Rockville, 
MD 20852.

ganism. Wash the growth off in about 
3 milliliters of nutrient broth described 
in paragraph (b ) (1 ) (i) (b ) (2) of this 
section. Use the suspension so ob
tained to inoculate the surface of a 
Roux bottle containing 300 milliliters 
of the nutrient agar. Spread the sus
pension over the entire surface with the 
aid of sterile glass beads. Incubate for 
24 hours at 26° C. Wash the growth 
from the agar surface with 20 milliliters 
of nutrient broth described in paragraph
(b) (1) (i) (b) (2) of this section. I f  an 
aliquot of this bulk suspension, when 
diluted with nutrient broth 1:10, gives 
a 10-percent light transmission in a suit
able photoelectric colorimeter equipped 
with a filter having a wave length 
of 6,500 Angstrom units, it is satis
factory for use. It  may be necessary 
to adjust the bulk suspension by di
lution, so that an aliquot of the ad
justed suspension diluted 1:10 gives 
10-percent light transmission. (The 
adjusted bulk suspension only, and 
not the 1:10 dilution of it, is used in pre
paring the seed layer.) The bulk sus
pension may be used in the test for 2 
weeks. Add 0.3 milliliter of the adjusted 
bulk suspension to 100 milliliters of agar 
described in paragraph (b) (1) (i) (b) (2) 
of this section, which has been melted 
and cooled to 48° C.

(6) Preparation of plates. Add 21 mil
liliters of the agar prepared in para
graph (b) (1) (i) (b) (2) of this section to 
each Petri dish (20 mm. x 100 mm.). Dis
tribute the agar evenly in the plates and 
allow it to harden. Use the plates the 
same day they are prepared. Add 4.0 
milliliters of the inoculum prepared 
under paragraph (b) (1) (i) (b) (5) of this 
section to each plate, tilting the plates 
back and forth to spread the inoculated 
agar evenly over the surface.

(7) Assay. Place a representative 
quantity of the ointment (usually an en
tire container) in a blending jar and add 
sufficient methyl alcohol to give a volume 
of approximately 100 milliliters. Using 
a high-speed blender, blend the mixture 
for 2 to 3 minutes. Add 400 milliliters of 
0.1 M  potassium phosphate buffer, pH
8.0, and blend for 2 to 3 minutes. Di
lute the mixture to 1.0 microgram per 
milliliter (estimated) using 0.1 M  potas
sium phosphate buffer, pH 8.0, and pro
ceed as directed in § 444.70a(b) (1) (viii) 
and (ix) of this chapter, except that 
the incubation temperature is 32° C. to 
35° C. The sample may also be prepared 
by placing a representative quantity of 
the ointment in a 1,000 milliliter vol
umetric flask. Add 50 milliliters of ethyl 
ether and shake until dissolved. Add ap
proximately 200 milliliters of methyl 
alcohol and bring to the 1,000 milliliter 
mark using distilled water. Dilute the 
mixture to 1.0 microgram per milliliter 
(estimated), using 0.1 M  potassium phos
phate buffer, pH 8.0, and proceed as di
rected in § 444.70a(b) (1) (viii) and (ix) 
of this chapter, except that the incuba
tion temperature is 32° C. to 35° C. Its 
content of erythromycin is satisfactory 
if it contains not less than 85 percent of 
the number of milligrams per gram that 
it is represented to contain.

(ii) Moisture. Proceed as directed in 
§ 436.500(c) of this chapter.

(2) Erythromycin used in making the 
ointment— (i) Moisture. Proceed as di
rected in § 440.74a(b) (5) of this chapter. 
Use the value obtained to calculate the 
weighed samples used in this paragraph.

(ii) Potency. Proceed as direct«! in 
paragraph (b )(1 ) (i) (b) of this section, 
except in the preparation of the solution 
of the sample dissolve 40 milligrams (as 
the anhydrous compound) in a small 
amount of methyl alcohol and then fur
ther dilute in 0.10 M  potassium phos
phate buffer, pH 8.0, to make a solution 
containing 1.0 microgram per milliliter 
(estimated).

(iii) Toxicity. Proceed as directed in 
§ 436.33 of this chapter.

(iv) pH. Using a saturated aqueous 
solution (100 milligrams per milliliter), 
proceed as directed in § 440.80a(b) (5) 
(ii) of this chapter.

(v) Color-identity test. Dissolve about 
3 milligrams of the sample in 2 milli
liters of acetone and add an equal 
volume of concentrated hydrochloric 
acid. A rapid color development takes 
place beginning with orange, changing 
to red, and finally resulting in a deep 
purple. Shake with 2 milliliters of chlo
roform. A portion of the purple color 
extracts into the chloroform layer.
§ 544.373 Streptomycin/dihydrostrepto- 

mycin ophthalmic and topical dosage 
forms.

§ 544.373a Streptomycin/dihydrostrep
tomycin ointment.

(a) Requirements for certification—
(1) The requirements for certification for 
streptomycin ointment and dihydro
streptomycin ointment are described 
under § 444.570a(a) of this chapter.

(2) When it is packaged for dispens
ing and it is intended solely for veteri
nary use, its label and labeling shall com
ply with the requirements prescribed by 
§ 444.570a(a) (3) of this chapter, except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing without 
prescription” , each package shall include 
information containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity.

(b) Tests and methods of assay. The 
tests and methods of assay for streptomy
cin ointment and dihydrostreptomycin 
ointment are described under § 444.570a 
(b) of this chapter.
§ 544.373b Streptomycin / d i h y d r o- 

streptomycin - polymyxin - neomycin 
ointment.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality, and purify. Streptomycin-poly
myxin-neomycin ointment and dihydro
streptomycin-polymyxin-neomycin oint
ment are streptomycin or dihydrostrep
tomycin, polymyxin, and neomycin in a 
suitable and harmless ointment base, 
with or without one or more suitable sul
fonamides, and with or without suitable 
and harmless dispersing and suspending 
agents. Their moisture content is not 
more than 1 percent. Their potency is 
such that when used as directed in their
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labeling each dose shall contain not less 
than 250 milligrams of streptomycin or 
dihydrostreptomycin, 100,000 units of 
polymyxin B, and 150 milligrams of 
neomycin. The streptomycin used con
forms to the requirements of § 444.70a
(a) (1) of this chapter, except paragraph
(a )(1 ) (ii), (iii), (iv), and (x ). The di
hydrostreptomycin used conforms to the 
requirements of § 444.10a,(a) of this 
Chapter, except the standards for steril
ity, toxicity, pyrogens, and histamine. 
The polymyxin B used conforms to the 
requirements prescribed for polymyxin 
B by § 444.170a(a) (1) of this chapter, 
except the standard for toxicity. 
The neomycin used conforms to the 
standards prescribed by § 444.42a (a) (1)
(i), (v) and (vi) of this chapter. Each 
other substance used, if its name is rec
ognized in the U.S.P. or N.F., conforms 
to the standards prescribed therefor by 
such official compendium.

(2) Packaging. Each batch of oint
ment shall be packaged In collapsible 
tubes which shall be well-closed contain
ers as defined by the U.S.P. The com
position of the immediate container shall 
be such as will not cause any change in 
the strength, quality, or purity of the 
contents beyond any limit therefor in 
applicable standards, except that minor 
changes so caused that are normal and 
unavoidable in good packaging, storage, 
and distribution practice shall be dis
regarded.

(3) Labeling. Each package shall 
bear on its label or labeling, as herein
after indicated, the following :

(i) On the outside wrapper or con
tainer and the immediate container:

(a) The batch mark.
(b) The number of milligrams of 

streptomycin or dihydrostreptomycin, 
the number of milligrams of neomycin, 
and the number of units of polymyxin B 
in each gram of the batch.

(c) I f  the batch contains one or more 
sulfonamides, the name and quantity of 
each such ingredient per gram of the 
batch. \

id) The statement “For veterinary 
use only” .

(e) The statement “Expiration date
---------- ” , the blank being filled in with
the date that is 18 months after the 
month during which the batch was cer
tified: Provided, however, That such ex
piration date may be omitted from the 
immediate container if it contains a 
single dose and it is packaged in an in
dividual wrapper or container.

(ii) On the circular or other labeling 
within or attached to the package, ade
quate directions and warnings for the 
veterinary use of such drug by the laity. 
Such circular or other labeling may also 
bear a statement that a brochure or 
other printed matter containing infor
mation for other veterinary uses of such 
drug by a veterinarian licensed by law 
to administer it will be sent to such 
veterinarian on request.

(4) Requests for certification; sam
ples. (i) In addition to complying with 
the requirements of § 514.50 of this chap
ter, a person who requests certification 
of a batch shall submit with his request
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a statement showing the batch mark 
and (unless they were previously sub
mitted) the dates on which the latest 
assays of the streptomycin or dihydro
streptomycin, polymyxin B, in neomy
cin used in making such batch were 
completed; the quantity of each such 
ingredient used in making the batch, the 
date on which the latest assay of the 
drug comprising such batch was com
pleted, and a statement that each in
gredient used in making the batch con
forms to thé requirements prescribed 
therefor by this section.

(ii) Except as otherwise provided by 
paragraph (a )(4 ) (iv) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following 
made by him on an accurately repre
sentative sample of;

(a) The batch: Potency and moisture.
(b) The streptomycin or dihydro

streptomycin used in making the batch: 
Potency, pH, streptomycin content if it 
is dihydrostreptomycin, and crystallinity 
if it  is crystalline dihydrostreptomycin 
sulfate.

(c) The polymyxin B used in making 
the batch: Potency.

id ) The neomycin used in making the 
batch: Potency, moisture, and pH.

(iii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request, in the quantities here
inafter indicated, accurately representa
tive samples of the following:

(a) The batch: 1 immediate container 
for each 5,000 immediate containers in 
thé batch, but in no case less than 7 
immediate containers, collected by tak
ing single immediate containers at such 
intervals throughout the entire time of 
packaging the batch that the quantities 
packaged during the intervals are ap
proximately equal.

(5) The streptomycin or dihydro
streptomycin used in making the batch: 
6 packages containing approximately 
equal portions of not less than 0.5 gram 
each, packaged in accordance with the 
requirements of § 444.70a(a) (2) of this 
chapter.

(c) The polymyxin B used in making 
the batch: 5 packages containing ap
proximately equal portions of not less 
than 0.5 gram each.

id) The neomycin used in making the 
batch: 5 packages containing approxi
mately equal portions of not less than 0.5 
gram each.

(e) In case o f . an initial request for 
certification, the ingredients used in 
making the batch: 1 package of each 
ointment-base ingredient, containing 
approximately 200 grams; 1 package of 
each suspending or dispersing agent 
used, containing approximately 5 grams;
1 package of each sulfonamide used, con
taining approximately 5 grams.

(iv) The results referred to in para
graph (a) (4) (ii) (b) , (c), and id) of this 
section and the samples referred to 
in paragraph (a) (4) (iii) (b ), (c), and 
id) of this section are not required if 
such results or samples have been previ
ously submitted.
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(b) Tests and methods of assay—
(1) Potency— (i) Streptomycin content. 
Proceed as directed in § 444.70a (b)
(1) (i) through (ix) of this chapter, 
inclusive, except prepare the sample in 
one of*the following ways:

(a) Extraction. Place a convenient 
sized representative quantity of the 
sample in a separatory funnel contain
ing approximately 50 milliliters of per
oxide-free ether. Shake the sample 
and ether until homogeneous. Add a 20- 
milliliter portion of 0.1 Iff potassium 
phosphate buffer, pH 8.0, and shake well. 
Remove the buffer layer and repeat the 
extraction with 20-milliliter portions of 
buffer at least three times and any addi
tional times that may be necessary to 
insure complete extraction of the anti
biotic. Combine the extractives and 
make the appropriate estimated dilu
tions in 0.1 M  potassium phosphate buf
fer, pH 8.0.

(b) Blending. Place a convenient 
sized representative quantity of the 
sample in a blending jar containing 1.0 
milliliter of a 10-percent aqueous solu
tion of polysorbate 80 and sufficient 
0.1 Iff potassium phosphate buffer, pH 8.0, 
to give a volume of 200 milliliters. Using 
a high-speed blender, blend for 2 min
utes and then make the appropriate 
estimated dilutions with buffer. Its 
contèqt of streptomycin is satisfactory 
if it contains not less than 85 percent of 
the number of milligrams per gram that 
it is represented to contain.

(ii) Dihydrostreptomycin c o n t e n t .  
Proceed as directed in paragraph (b )(1 ) 
of this section, using the dihydrostrepto
mycin working standard as a standard of 
comparison. Its content of dihydrostrep
tomycin is satisfactory if it contains not 
less than 85 percent of the number of 
milligrams per gram that it is repre
sented to contain.

(iii) Polymyxin content. Proceed as 
directed in § 444.170a(b) (2) (i) of this 
chapter with the following exceptions:

ia ) In lieu of the directions for the 
preparation of the sample described in 
paragraph (b) (2) (i) (g) of § 444.170a of 
this chapter, prepare the sample as fol
lows : Place a convenient sized represent
ative quantity of the sample in a separa
tory funnel containing approximately 50 
milliliters of peroxide-free ether. Shake 
the sample and ether until homogeneous. 
Add 25 milliliters of 10-percent potas
sium phosphate buffer, pH 6.0, contain
ing 2 grams of K 2HP04 and 8 grams of 
KH2PO4 in each 100 milliliters, and shake. 
Remove the buffer layer and repeat the 
extraction with 25-milliliter portions of 
buffer at least three times and any addi
tional times that may be necessary to 
insure complete extraction of the anti
biotic. Combine the extractives and 
make the proper estimated dilutions in 
10-percent potassium phosphate buffer 
pH 6.0, to give a concentration of 10 units 
per milliliter (estimated). I f  the sample 
contains a water-soluble base, accurately 
weigh a representative sample and place 
in a blending jar containing 1 milliliter 
of polysorbate 80 and sufficient 10 per
cent potassium phosphate buffer, pH 6.0, 
to give a final volume of 200 milliliters.
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Use a high-speed blender and blend the 
mixture for 2 minutes. Make the proper 
estimated dilutions, using 10 percent 
potassium phosphate buffer, pH 6.0.

(b) The standard curve is prepared in 
the following concentrations: 6.4, 8.0,
10.0, 12.5, and 15.6 units per milliliter in 
10 percent potassium phosphate buffer, 
pH 6.0. The 10 units per milliliter con
centration is used as the reference point. 
Calculate from the quantity of neomycin 
found (using the method described in 
paraglaph (b) (1) (iv) of this section), 
the quantity of neomycin that would be 
present when the sample is diluted to 
contain 10 units of polymyxin (labeled 
potency) per milliliter. Prepare the 
polymyxin standard curve by adding the 
calculated quantity of neomycin to each 
concentration of polymyxin used for the 
curve. Use the standard curve to calcu
late the polymyxin content. Its content 
of polymyxin is satifsactory if it con
tains not less than 85 percent of the 
number of units that it is represented 
to contain.

(iv) Neomycin content. Proceed as 
directed in § 436.517(b) (1) of this 
chapter, with the following exceptions:

(a) In lieu of the directions for the 
preparation of the sample described in 
§ 436.517(b) (1) (vii) of this chapter, pre
pare the sample as directed in paragraph
(b) (1) (i) (a) of this section or by a 
blending technique as follows: Place a 
convenient sized representative quantity 
of the sample in a blending jar containing
1.0 milliliter of a 0.3-percent aqueous so
lution of dioctyl sodium sulfosuccinate 
and sufficient 0.1 M  potassium phosphate 
buffer, pH 8.0, to give a volume of 200 
milliliters. Using a high-speed blender, 
blend for 5 minutes and then make the 
appropriate estimated dilutions with 
buffer.

(5) Use as the test organism the Pood 
and Drug Administration dihydrostrep
tomycin- (and streptomycin-) resistant 
strain of Staphylococcus aureus (Ameri
can Type Culture Collection 6538-PR)1 
which is grown and maintained on media 
containing 1,000 micrograms of dihydro
streptomycin per milliliter of agar. Its 
content of neomycin is satisfactory if it 
contains not less than 85 percent of the 
number of milligrams per gram that it is 
represented to contain.

(2) Moisture. Proceed as directed in 
§ 540.380a (b) (2) of this chapter.

Subpart D— Otic Dosage Forms
§ 544.473 Streptomycin /dihydrostrepto- 

mycin otic with antifungal agent.
(a) Requirements for certification—

(1) The requirements for certification 
for streptomycin otic with antifungal
agent; streptomycin otic w ith______;___;
dihydrostreptomycin otic with antifungal 
agent; dihydrostreptomycin otic with
--------------  (the blank being filled in
with the established name of the anti-

1 Available from: American Type Culture 
Collection, 12301 Parklawn Dr., Bockville, MD 
20852.

fungal agent), are described under 
§ 444.470a(a) of this chapter.

(2) When it is packaged for dispens
ing and intended solely for veterinary 
use, its label and labeling shall comply 
with all the requirements prescribed by 
§ 444.470a(a) (3) of this chapter, except 
that in lieu of the statement, “Caution : 
Federal law prohibits dispensing without 
prescription” , each package shall include 
information containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity.

(b) Tests and methods of assay. The 
tests and methods of assay for strepto
mycin otic with antifungal agent and 
dihydrostreptomycin otic with antifungal 
agent are described under § 444.470a(b) 
of this chapter.

Subparts E-H [Reserved]
Subpart I— Certain Other Dosage Forms

§ 544.973b Streptomycin / d i hydr o 
streptomycin solution for inhalation 
therapy.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality, and purity. Streptomycin solu
tion for inhalation therapy and dihydro
streptomycin solution for inhalation 
therapy is a suitable and harmless 
aqueous-organic solution of streptomycin 
or dihydrostreptomycin, with or without 
suitable and harmless preservatives, 
colorings, volatile oils, flavorings, buffer 
substances, and stabilizing agents. Its 
potency is not less than 50 milligrams per 
milliliter. Its pH is not less than 5.0 and 
not more than 8.0. The streptomycin or 
dihydrostreptomycin used conforms to 
the standards prescribed by § 444.10a 
(a) (1) of this chapter or § 444.70a(a) (1) 
of this chapter, except the standards for 
sterility, pyrogens, and histamine, or to 
the standards prescribed by § 539.170 
(a) (1). Each other substance used, if its 
name is recognized in the U.S.P. or N.F., 
conforms to the standards prescribed 
therefor by such official compendium.

(2) Packaging. In all cases the im
mediate container shall be a tight con
tainer as defined by the U.S.P. The 
composition of the immediate container 
shall be such as will not cause any 
change in the strength, quality, or purity 
of the contents beyond any limit there
fore in applicable standards, except that 
minor changes so caused that are normal 
and unavoidable in good packaging, stor
age, and distribution practice shall be 
disregarded.

(3) Labeling. Each package shall bear 
on its label or labeling, as hereinafter 
indicated, the following:

(i) On the outside wrapper or con
tainer and the immediate container:

(a) The batch mark.
(b) The number of milligrams of 

streptomycin or dihydrostreptomycin in 
each milliliter of the batch.

(c) The statement “ Expiration date
______” , the blank being filled in with
the date that is 12 months after the 
month during which the batch was 
certified.

id) The name and quantity of each 
preservative used.

(e) The statement “For veterinary use 
only” .

(/) The statement “Warning—Not 
for use in animals which are raised for 
food production” .

(4) Requests for certification; sam
ples. (i) In addition to complying with 
the requirements of § 514.50 of this chap
ter, a person who requests certification 
of a batch shall submit with his request 
a statement showing the batch mark, the 
number of packages of each size in the 
batch and the number of milligrams of 
streptomycin or dihydrostreptomycin per 
milliliter in the batch. Such request shall 
be accompanied or followed by the re
sults of tests and assays made by him 
on the batch for potency and pH.

(ii) Such person shall also submit with 
his request, in the quantities hereinafter 
indicated, accurately representative 
samples of the following:

(a) The batch: 1 immediate container 
for each 5,000 immediate containers in 
the batch, but in no case less than 5 
immediate containers.

(b ) In case of an initial request for 
certification, each other ingredient used 
in making the batch: 1 package of each 
containing approximately 5 grams.

(b) Tests and methods of assay—
(1) Potency. Proceed as directed in 
§ 444.70a(b) (1) of this chapter, except 
that if it contains dihydrostreptomycin 
use the dihydrostreptomycin working 
standard as the standard of comparison. 
Its potency is satisfactory if it contains 
not less than 90 percent of the number 
of milligrams per milliliter that it is 
represented to contain.

(2) pH. Proceed as directed in 
§ 440.80a(b) (5) (ii) of this chapter, using 
the undiluted drug.

PART 546— TETRACYCLINE ANTIBIOTIC 
DRUGS FOR ANIMAL USE 
Subpart A— Oral Dosage Forms

Sec.
546.110 Chlortetracycline oral dosage forms. 
546.110a Crude Chlortetracycline.
546.110b Chlortetracycline seed.
546.110c Chlortetracycline powder (Chlortet

racycline hydrochloride powder).
546.1 lOd Chlortetracycline hydrochloride

tablets.
546.1 lOe Chlortetracycline - sulfamethazine

tablets.
546.1 lOf Chlortetracycline hydrochloride -

neomycin tablets.
546.110g Chlortetracycline hydrochloride in 

oil oral.
546.113 Chlortetracycline bisulfate oral dos

age forms.
546.113a Chlortetracycline bisulfate soluble 

powder.
546.113b Chlortetracycline bisulfate-sulfa

methazine bisulfate soluble 
powder.

546.180 Tetracycline oral dosage forms. 
546.180a Tetracycline hydrochloride capsules. 
546.180b Tetracycline tablets.
546.180c Tetracycline boluses.
546.180d Tetracycline soluble powder.
546.180e Tetracycline oral liquid.
546.180f Tetracycline oral suspension.
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Subpart B— [Reserved]

Subpart C— Ophthalmic and Topical Dosage 
Forms

Sec.
546.312 Chlortetracycline/tetracycline oph

thalmic and topical dosage forms.
546.312a Chlortetracycline - neomycin-strep

tomycin / - dihydrostreptomycin 
ointment; tetracycline hydrochlo
ride-neomycin - streptomycin/di- 
hydrostreptomycin ointment.

546.312b Chlortetracycline/ Chlortetracycline 
hydrochloride/tetracycline hydro
chloride ophthalmic.

546.381 Tetracycline hydrochloride ophthal
mic and topical dosage forms.

546.381a Tetracycline hydrochloride-neomy
cin topical spray ointment.

546.381b Tetracycline hydrochloride-neomy
cin in oil suspension.

Subpart D— Otic Dosage Forms 
546.481 Tetracycline hydrochloride otic.

Subparts E-F— [Reserved]
Subpart G— Rectal Dosage Forms 

546.713 Chlortetracycline/chlortetracycline 
hydrochloride/tetracycline hydro
chloride suppositories.

Authority: Secs. 507, 512, 59 Stat. 463 as 
amended; 82 Stat. 343-351 (21 U.S.C. 357, 
360b).

Subpart A— Oral Dosage Forms
§ 546.110 Chlortetracycline oral dosage 

forms.
§ 546.110a Crude Chlortetracycline.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality, and purity. Crude C h lo rte tra c y 
cline oral is crude Chlortetracycline with 
suitable and harmless diluents, with or 
without buffer substances and suspend
ing and dispersing agents (and with or 
without one or more essential vitamins 
and mineral substances for nutritive 
purposes). It contains not less than 2 
grams of Chlortetracycline activity per 
pound, except it shall contain 100 
grams of Chlortetracycline activity per 
pound if it is intended for use in the 
treatment of psittacosis in psittacine 
birds (parrots, macaws, and cockatoos). 
Its moisture content is not more than 
6 percent.

(2) Packaging. In all cases the im
mediate container shall be a well-closed 
container as defined by the U.S.P. and 
shall be of such composition as will not 
cause any change in the strength, qual
ity, or purity of the contents beyond any 
limit therefor in applicable standards, 
except that minor changes so caused 
that are normal and unavoidable in good 
packaging, storage, and distribution 
practice shall be disregarded. Each 
such container shall contain not more 
than 100 pounds.

(3) Labeling. Each package shall 
bear on its label or labeling, as herein
after indicated, the following:

(i) On the outside wrapper or con
tainer and the immediate container:

(a) The batch mark.
(b ) The n u m b e r o f g ra m s  o f C h lo r

te t ra c y c lin e  in  e a c h  pound o f th e  batch.
(c) The statement “For oral veteri

nary use only” and if it is intended for 
use in the treatment of psittacosis in 
psittacine birds, a statement to the ef

fect that Wet mashes prepared with the 
drug should be discarded after 24 hours.

id) The statement “Expiration date
______ ” , the blank being filled in with
the date which is 24 months after the 
month during which the batch was 
certified.

(ii) On the circular or other labeling 
within Or attached to the package:

(a) Adequate directions and warnings 
for the veterinary use of such drug by 
the laity.

(b) I f  it is intended for use in animals 
raised for food production, labeling in 
accordance with the requirements of reg
ulations in Parts 121 and 558 of this 
chapter.

(4) Request for certification; samples. 
(i) In addition to complying with 
§ 514.50 of this chapter, a person who 
requests certification of a batch shall 
submit with his request a statement 
showing the batch mark, the number 
of packages of each size in such batch, 
the number of grams of Chlortetracy
cline in each pound of the batch, and 
the quantity of each other ingredient 
used in making the batch, and the date 
on which the latest assay of the batch 
was completed. Such request shall be ac
companied or followed by the. results of 
tests and assays made by him on the 
batch for average potency and average 
moisture.

(ii) Such person shall submit in con
nection with his request a sample of the 
batch consisting of 1 ounce for each
3,000 pounds in the batch, but in no case 
less than five 1-ounce portions, collected 
by taking single 1-ounce portions at such 
intervals throughout the entire time of 
packaging the batch that the quantities 
packaged during the intervals are ap
proximately equal.

(b) 'Tests and methods of assay— 
(1) Potency. Accurately weigh ap
proximately 3.0 grams of the sample and 
place in a blending jar containing 200 
milliliters of an acid-acetone solution 
prepared with 1 part 4 N  HC1, 6 parts 
distilled water, and 13 parts acetone. 
Blend for 3 minutes. Using an aliquot 
of the liquid, make the proper estimated 
dilutions in Jli/10 monopotassium phos
phate buffer pH 4.5, shake well, and 
proceed as directed in § 446.10a(b) (1)
(viii) of this chapter. Its content of 
Chlortetracycline is satisfactory if it 
contains not less than 85 percent of the 
number of grams that it is represented 
to contain.

(2) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.
§ 546.110b Chlortetracycline seed.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality, and purity. Chlortetracycline 
seed is dehulled millet seed containing 
Chlortetracycline. It  contains 0.5 milli
gram of chlortetracyline per gram. 
Its moisture content is not more than 
10 percent. The Chlortetracycline used 
conforms to the requirements prescribed 
therefor by § 446.10(a) (1) of this chap
ter, except paragraph (a) (1) ( i i ) , ( iv ) , 
and (v) of that section, or to the require
ments prescribed by § 446.510b(a) (1).

Each other substance used, if its name 
is recognized in the U. S. P. or N. F., con
forms to the standards prescribed there
for by such official compendium.

(2) Packaging. In all cases the im
mediate container shall be a well closed 
container as defined by the U.S.P. and 
shall be of such composition as will not 
cause any change in the strength, qual
ity, or purity of the contents beyond any 
limit therefor in applicable standards, 
except that minor changes so caused 
that are normal and unavoidable in 
good packaging, storage, and distribu
tion practice shall be disregarded.

(3) Labeling. Each package shall 
bear on its label or labeling, as herein
after indicated, the following:

(i) On the outside wrapper or con
tainer and the immediate container:

(a) The batch mark.
(b) The number of milligrams of 

chlortetracycline in each gram of the 
batch.

(c) The statement “For oral veteri
nary use only” .

(d) The statement “Expiration date
-----—t.------” , the blank being filled in
with the date that is 12 months after the 
month during which the batch was certi
fied, except that the blank may be filled 
in with the date that is 24 months after 
the month during which the batch was 
certified if the person who requests cer
tification has submitted to the Commis
sioner results of tests and assays show
ing that after having been stored for 
such period of time such drug as pre
pared by him complies with the stand
ards prescribed by paragraph (a )(1 ) of 
this section.

(ii) On the circular or other labeling 
within or attached to the package, ade
quate directions and warnings for the 
use of such drug by the laity. Such 
circular or other labeling may also bear 
a statement that a brochure or other 
printed matter containing information 
for other veterinary uses of such drug 
by a veterinarian licensed by law to ad
minister it will be sent to such veteri
narian on request.

(4) Request for certification; sam
ples. (i) In addition to complying with 
the requirements of § 514.50 of this chap
ter, a person who requests certification 
of a batch shall submit with his request 
a statement showing the batch mark, the 
number of packages of each size in such 
batch, the batch mark and (unless it was 
previously submitted) the date on which 
the latest assay of the chlortetracyline 
used in making such batch was com
pleted, the number of milligrams in each 
immediate container, the quantity of 
each ingredient used in making the 
batch, the date on which the latest assay 
of the drug comprising such batch Was 
completed, and a statement that each 
ingredient used in making the batch con
forms to the requirements prescribed 
therefor, if any, by this section.

(ii) Except as otherwise provided in 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following,
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made by him on an accurately represent
ative sample o f:

(a) The batch: Potency and moisture.
(b) The chlortetracycline used in 

making the batch: Potency, toxicity, 
moisture, pH, and crystallinity.

(iii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request, in the quantities here
inafter indicated, accurately representa
tive samples of the following:

(a) The batch: One container for 
each 5,000 containers in the batch, but 
in no case less than five immediate con
tainers. Such sample shall be collected 
by taking single immediate containers 
at such intervals throughout the entire 
time the containers are being filled that 
the quantities filled during the intervals 
are approximately equal.

(b) The chlortetracycline used in 
making the batch: 10 packages, each 
containing approximately equal portions 
of not less than 60 milligrams, packaged 
in accordance with the requirements of 
§ 446.1Q<a) (2) of this chapter.

(c) In case of an initial request for 
certification, each other ingredient used 
in making the batch: One package of 
each, containing approximately 5 grams.

(iv) The results referred to in para
graph (a) (4) (ii) (b) of this section and 
the sample referred to in paragraph 
(a) (4) (iii) (b) of this section are not re
quired if such results or sample has been 
previously submitted.

(b) Tests and methods of assay— 
(1) Potency. Accurately weigh ap
proximately 10 grams of the sample and 
place in a blending jar containing 500 
milliliters of 0.01 N  HC1. Blend for 3 
minutes. Using an aliquot of the liquid, 
make the proper estimated dilutions in 10 
M  monopotassium phosphate buffer, pH
4.5, shake well, and proceed as directed 
in § 446.10a(b) (1) (viii) of this chapter. 
Its content of chlortetracycline is satis
factory if it contains not less than 85 
percent of the number of milligrams per 
gram that it is represented to contain.

(2) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.
§ 546.110c Chlortetracycline powder  

(chlortetracycline hydroc h I o r i d e 
powder).

(a) Requirements for certification. The 
requirements for certification for chlor- 
tetracylcine powder (chlortetracycline 
hydrochloride powder); tetracycline hy
drochloride powder; tetracycline powder, 
are described under § 446.510b of this 
chapter, with the following exceptions:

(1) Standards of identity, strength, 
•quality, and purity: It  may contain one 
or more suitable and harmless vitamin 
substances.

(2) It  is packaged for dispensing and 
intended solely for veterinary use: Its 
label and labeling shall comply with all 
the requirements prescribed by § 446.510b 
(a) (3) of this chapter, except that in 
lieu of the statement, “Caution: Federal 
law prohibits dispensing without pre
scription”, each package shall include in
formation containing directions and

warnings adequate for the veterinary use 
of the drugs by the laity.

(3) I f  it is intended for use in animals 
raised for food production, it shall also 
be labeled in accordance with the re
quirements of paragraph (c) of this sec
tion.

(b) Tests and methods of assay—The 
tests and methods of assay for chlor
tetracycline powder (chlortetracycline 
hydrochloride powder), tetracycline hy
drochloride powder, and tetracycline 
powder, are described under § 446.510b of 
this chapter.

(c) Conditions of marketing— (1) 
Specifications. Meets the requirements of 
paragraph (a) of this section.

(2) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.

(3) Special considerations. The quan
tities of antibiotic in paragraph (c) (5) of 
this section refer to the activity of the 
master standard. .

(4) Related tolerances. See § 556.150 
of this chapter.

(5) Conditions of use. (i) It  is used in 
drinking water as follows:

(a) Chickens. Used as chlortetracy
cline hydrochloride or chlortetracycline 
bisulfate as follows:

(1) Amount per gallon. 100 milligrams.
(1) Indications for use. Prevention of 

chronic respiratory disease (air-sac in
fection), blue comb (nonspecific infec
tious enteritis).

(ii) lim itations. Not to be used for 
more than 14 consecutive days; as sole 
source of chlortetracycline.

(2) Amount per gallon. 200 milligrams.
(i ) Indications for use. Treatment of 

chronic respiratory disease (air-sac in
fection), blue comb (nonspecific infec
tious enteritis); prevention of synovitis.

(ii) Limitations. Not to be used for 
more than 14 consecutive days; as sole 
source of chlortetracycline.

(b) Growing chickens. Used as chlor
tetracycline hydrochloride or chlortetra
cycline bisulfate as follows:

(1) Amount per gallon. 1,000 milli
grams.

(2) Indications for use. Aid in the 
control of mortality due to fowl cholera.

(3) Limitations. Not for laying chick
ens; not to be used for more than 14 con
secutive days; withdraw 24 hours prior 
to slaughter; as sole source of chlortetra
cycline.
’ (c ) Chickens and turkeys. Used as 
chlortetracycline hydrochloride or chlor
tetracycline bisulfate as follows:

(1) Amount per gallon. 400 milligrams.
(2) Indications for use. Control of 

synovitis.
(3) Limitations. Not for laying chick

ens; not to be used for more than 14 con
secutive days; as sole source of chlor
tetracycline.

(d) Turkeys. Used as chlortetracycline 
hydrochloride or chlortetracycline bi
sulfate as follows:

(1) Amount per gallon. 100 milli
grams.

(t) Indications for use. Prevention of 
blue comb (nonspecific infectious enter
itis, mud fever), infectious sinusitis, 
hexamitiasis.

(ii) Limitations. Not to be used for 
more than 14 consecutive days; as sole 
source of chlortetracycline.

(2) Amount per gallon. 200 milli
grams.

( i )  Indications for use. Treatment of 
blue comb (nonspecific infectious enter
itis, mud fever), infectious sinusitis, 
hexamitiasis; prevention of synovitis.

(ii) Limitations. Not to be used for 
more than 14 consecutive days; as sole 
source of chlortetracycline.

(e) Swine. Used as chlortetracycline 
hydrochloride as follows:

(1) Amount per gallon. 100 to 200 
milligrams.

(1) Indications for use. As an aid in 
prevention of bacterial enteritis.

(ii) Limitations. Administer for not 
more than 46 days; do not slaughter 
animals for food within 24 hours of 
treatment; prepare a fresh solution 
daily; as sole source of chlortetracycline.

(2) Amount per gallon. 200 to 400 
milligrams.

(i )  Indications for use. As an aid in 
prevention of bacterial pneumonia; for 
treatment o f bacterial enteritis.

(ii) Limitations. Administer for not 
more than 46 days; dlo not slaughter 
animals for food within 24 hours of 
treatment; preparfe a fresh solution 
daily; as sole source of chlortetracycline.

(3) Amount per gallon. 400 to 600 
milligrams.

(1) Indications for use. For treatment 
of bacterial pneumonia.

(ii) Limitations. Administer for not 
more than 24 days; do not slaughter ani
mals for food within 24 hours of treat
ment; prepare a fresh solution daily; 
as sole source of chlortetracycline.

(ii) It is used as chlortetracycline 
hydrochloride as a drench for calves as 
follows:

(a) Amount. Two milligrams per 
pound of body weight.

(b ) Indications for use. For treat
ment of bacterial pneumonia, bacterial 
diarrhea, and shipping fever.

(c) Limitations. Administer 2 milli
grams per pound of body weight per day 
for not more than 5 days; do not 
slaughter animals for food within 3 days 
of treatment; prepare a fresh solution 
daily; as sole source of chlortetracycline. 
§ 546.110d Chlortetracycline hydrochlo

ride tablets.
(a ) Requirements for certification—

(1) The requirements for certification for 
chlortetracycline hydrochloride tablets; 
tetracycline hydrochloride tablets; tet
racycline tablets, are described under 
§ 446.110a of this chapter.

(2) Exemption of chlortetracycline 
hydrochloride tablets from certification: 
Chlortetracycline hydrochloride tablets 
that conform to the requirements of 
§ 446.110a(a) (1) of this chapter (except 
that it may contain one or more essential 
vitamin and mineral substances for nu
tritive purposes; and the chlortetracyline 
hydrochloride used in making the tablets 
may conform to § 546.110a(a) (1) shall be 
exempt from the certification require
ments of section 512 (n) of the act, if they 
comply with all the following conditions:
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(1) I f  the drug contains added vita
mins or minerals, its label bears the 
name and quantity of each such sub
stances and a statement that such sub
stances are present, only for furnishing 
additional vitamins and minerals while 
the birds are eating less feed.

(ii) The labels bear an expiration date 
that is not more than 24 months after 
the month diming which the batch was 
last assayed and released by the manu
facturer.

(iii) The label bears a statement that 
solutions prepared with the drug are 
stable for not more than 24 hours.

(iv) The circular or other labeling 
within or attached to the package bears 
information that only the antibiotic is 
intended for use in the prevention or 
treatment of the following conditions of 
parakeets and canaries, due to organisms 
sensitive to Chlortetracycline, and fur
ther, bears directions and warnings ade
quate for such uses:

(a) Respiratory disease, bacterial 
(pneumonia, bronchitis, rhinitis).

(b) Infectious arthritis due to a filter
able agent.

(c) Bacterial enteritis.
(d ) Stimulate food intake, growth, 

and to maintain body weight.
(e) When intended for use in the con

ditions set forth in paragraph (a) (2)
(iv) (a ) , (b ) , and (c) of this section, the 
potency must be such, that when used as 
directed in the labeling, each ounce of 
drinking water contains not less than 25 
milligrams of Chlortetracycline.

(/) When intended for use in the con
ditions set forth in paragraph (a) (2)
(iv) (d) of this section, the potency must 
be such, that when used as directed in 
the labeling, each ounce of drinking 
water contains not less than 5.0 milli
grams of Chlortetracycline.

(b) Tests and methods of assay. The 
tests and methods of assay for Chlor
tetracycline tablets (Chlortetracycline 
hydrochloride tablets), tetracycline hy
drochloride tablets, and tetracycline tab
lets, are described under § 446.110a 
except for the moisture test required un
der paragraph (b) (2), if it is tetracycline 
hydrochloride tablets and stability data 
have been submitted to prove that the 
drug is stable when it contains not more 
than 60 percent moisture, use the method 
described in § 436.201 of this chapter and 
proceed as directed in § 436.201(e) (3) of 
this chapter.

(c) Conditions of marketing— (1) 
Specifications. Meets the requirements of 
paragraphs (a) and (b) o f this section.

(2) Sponsor. See No. 010042 in 
§ 510.600(c) of this chapter!

(3) Special considerations. The quan
tities of antibiotic in paragraph (c) (5) 
of this section refer to the activity of the 
master standard.

(4) Related tolerances. See § 556.150 of 
this chapter.

(5) Conditions of use. It is used as 
Chlortetracycline hydrochloride in tab
lets for oral ingestion by calves as fol
lows:

(i) Amount. 250 milligrams per tab
let.
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(a) Indications for use. Treatment of 
bacterial scours in calves.

(b ) Limitations. As so le  s o u rc e  o f 
C h lo r te t ra c y c lin e ; 250 m illig ra m s  p e r 100 
p o u n d s o f a n im a l w e ig h t per d a y  fo r  3 
d a y s ; do n o t a d m in is te r  w ith in  24 h o u rs  
o f s la u g h te r .

(ii) Amount. 250 milligrams per tab
let.

(a) Indications for use. Prevention of 
bacterial scours in newborn calves.

(b ) Limitations: As so le  s o u rc e  o f 
C h lo r te t ra c y c lin e ; 250 m illig ra m s  p e r 
a n im a l p e r d a y  fo r  n o t m o re  th a n  3 d a y s ; 
do n o t a d m in is te r  w ith in  24 h o u rs  o f 
s la u g h te r .

(iii) Amount. 25 milligrams per tablet.
(a) Indications for use. Aid in reduc

tion of incidence of bacterial scours in 
calves. r  :•

(b) Limitations. 75 .milligrams per 
animal per day.
§ 546.110e Chlortetracycline-sulfameth- 

azine tablets.
(a) Requirements for certification. The 

requirements for chlortetracycline-sulfa- 
methazine tablets are described under 
§ 546.110d(a).

(b) Tests and methods of assay. The 
tests and methods of assay for chlortet- 
racycline-sulfamethazine tablets are de
scribed under § 546.110d(b).

(c> Conditions of marketing— (1) 
Chemical name. Sulfamethazine: N '-  
(4,6-Dimethyl-2-pyrimidinyl) sulfanila
mide.

(2) ' Specifications. Meets the require
ments of § 546.1 lOd as it regards chlotet- 
racycline hydrochloride tablets and of 
§ 546.113a.

(3) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.

(4) Special considerations. The quan
tities of antibiotic in paragraph (c) (6) 
of this section refer to the activity of the 
master standard.
• (5) Related tolerances. See §§ 556.150 
and 556.670 of this chapter.

(6) Conditions of use. It  is used in tab
lets for oral ingestion by calves as 
follows:

( i )  Amount. 125 m illig ra m s  o f C h lo r
te t ra c y c lin e  w ith  2.5 g ra m s  o f s u lf a 
m e th a z in e  p e r ta b le t .

(ii) Indications for use. Treatment of 
bacterial scours in calves.

( i i i )  Limitations. 125 m illig r a m s  o f 
C h lo rte tra c y c lin e  w ith  2.5 g ra m s  o f s u l
fa m e th a z in e  p e r 100 p o u n d s o f a n im a l 
w e ig h t p e r d a y  fo r  3 d a y s ; do  n o t a d 
m in is te r  w ith in  5 d a y s  o f s la u g h te r  fo r  
fo o d ; a s  C h lo rte tra c y c lin e  h y d ro c h lo r id e ; 
a s  so le  s o u rc e  o f C h lo rte tra c y c lin e  a n d  
s u lfa m e th a z in e .
§ 546.11Of Chlortetracycline hydrochlo

ride-neomycin tablets.
(a) Requirement's for certification. 

Chlortetracycline hydrochloride-neomy
cin tablets and tetracycline hydro- 
chloride-neomycin tablets are tablets 
that conform to all requirements and are 
subject to all procedures prescribed by 
§ 446.110b(a) of this chapter for Chlor
tetracycline hydrochloride capsules and 
tetracycline hydrochloride capsules, 
except that:
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(1) Each tablet shall contain not less 
than 125 milligrams of neomycin. The 
neomycin used conforms to the standards 
prescribed by § 444.42a(a) (1) (i ),  (iv ),
(v ) , and (vi) of this chapter. Tablets not 
exceeding 15 millimeters in diameter, or 
not intended only for preparing solutions, 
shall disintegrate within 1 hour.

(2) I f  it is intended for use in ani
mals which are raised for food produc
tion, it shall also be labeled in accord
ance with the requirements of paragraph
(c) of this section.

(3) In addition to complying with the 
requirements of § 446.110b(a) (4) of this 
chapter, a person who requests certifica
tion of a batch shall submit with his re
quest a statement showing the number of 
milligrams of chlortetracycline hydro
chloride or tetracycline hydrochloride 
and neomycin in each tablet of the 
batch, the batch mark, and, if  required 
by paragraph (a) (1) of this section, dis
integration time, and (unless it was pre
viously submitted) the results and the 
date of the latest tests and assays of the 
neomycin used in making the batch for 
potency, toxicity, moisture, and pH. He 
shall also submit in connection with his 
request (unlesis it was previously sub
mitted) a sample consisting of 5 pack
ages confining approximately equal por
tions of not less than 0.5 gram each of 
the neomycin used in making the batch, 
and a sample of 6 tablets for disintegra
tion-time studies.

(b) Tests and methods of assay— (1) 
Potency— (i) Chlortetracycline hydro
chloride content. Prepare the sample as 
follows: Using a mortar and pestle, 
grind 5 tablets to a fine powder. 
Using 200 milliliters o f absolute methyl 
alcohol, quantitatively transfer the pow
der to a blending jar and blend at high 
speed for 2 minutes. Centrifuge a por
tion of the liquid at high speed for suffi
cient time (usually 15 minutes) to ob
tain a substantially clear solution. 
Dilute an aliquot of the clear solution 
in sufficient 0.10 M  monobasic potassium 
phosphate buffer, pH 4.5, to give a con
centration of 0.06 microgram per milli
liter (estimated). Proceed as directed 
in § 446.10a(b) (1) (viii) of this chapter. 
Its content of chlortetracycline hydro
chloride is satisfactory if it contains not 
less than 85 percent of the number of 
milligrams per tablet that it is repre
sented to contain.

(ii) Tetracycline hydrochloride con
tent. Prepare the sample as directed in 
paragraph (b) (1) (i) of this section, ex
cept dilute the sample to an estimated 
concentration of 0.24 microgram per 
milliliter and proceed as directed in 
§ 446.81a(b) (1) (iii) of this chapter. Its 
content of tetracycline hydrochloride is 
satisfactory if it contains not less than 
85 percent of the number of milligrams 
per tablet that it is represented to 
contain.

(iii) Neomycin content. Proceed as 
directed in § 436.517(a)(1) (ii) of this 
chapter if Staphylococcus epidermidis is 
used as the test organism. I f  Staph
ylococcus aureus is used as the test 
organism proceed as follows: Immedi-
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ately after the second blending, heat a 
convenient size aliquot of the blend in 
a steam bath for 30 minutes, cool, and 
dilute to 10 micrograms per milliliter (es
timated) . Its content of neomycin is sat
isfactory if it contains 85 percent of the 
number of milligrams of activity per tab
let that it is represented to contain.

(2) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.

(3) Disintegration time. Proceed as 
directed in § 444.180a(b) (3) of this 
chapter.

(c) Conditions of marketing—  (1) 
Specifications. Meets the requirements of 
paragraph (a) of this section.

(2) Sponsor. See No. 010042 in § 510.- 
600(c) of this chapter.

(3) Special considerations. The quan
tities of antibiotics in paragraph (c) (5) 
of this section refer to the activity of the 
master standard.

(4) Related tolerances. See §§ 556.150 
and 556.430 of this chapter.

(5) Conditions of use. It is used in tab
lets for oral ingestion by calves as fol
lows:

(1) Amount. 125 milligrams of Chlor
tetracycline with 125 milligrams of neo
mycin per tablet.

(ii) Indications for use. Treatment of 
bacterial scours in calves.

(iii) Limitations. 125 milligrams of 
neomycin and of Chlortetracycline per 
100 pounds of animal weight per day for 
3 days; do not administer within 24 hours 
of slaughter; as Chlortetracycline hydro
chloride and neomycin sulfate; as sole 
source of Chlortetracycline and neomy
cin.
§ 546.110g Chlortetracycline hydrochlo

ride in oil oral.
(a) Requirements for certification—

(1) Standards of identity, strength, qual
ity, and purity. Chlortetracycline hydro
chloride in oil oral is crystalline Chlor
tetracycline hydrochloride in a suitable 
and harmless vegetable oil base. It con
tains not less than 50 milligrams of 
Chlortetracycline hydrochloride per mil
liliter. Its moisture content is not more 
than 1.0. percent. The Chlortetracycline 
hydrochloride used conforms to the re
quirements of § 446.10(a) (1) of this 
chapter, except paragraph (a) (1) ( i i ) ,
( iv ), and (v) of that section. Each other 
ingredient used, if its name is recognized 
in the U.S.P. or N.F., conforms to the 
standards prescribed therefor by such of
ficial compendium.

(2) Packaging. The immediate con
tainers shall be well closed or tight con
tainers as defined by the U.S.P., They 
shall be o f such composition as will not 
cause any change in the strength, quality, 
or purity of the contents beyond any 
limit therefor in applicable standards, 
except that minor changes so caused 
that are normal and unavoidable in good 
marketing, storage, and distribution 
practice shall be disregarded. Unless it 
is packaged for repacking, each such 
container shall be filled with a volume of 
Chlortetracycline hydrochloride in oil in 
excess of thpt designated, which excess 
shall be sufficent to permit the with
drawal and the administration of the

volume indicated, whether administered 
in single or multiple doses.

(3) Labeling. Each package shall 
bear on its label or labeling, as herein
after indicated:

(i) On the outside wrapper or con
tainer and the immediate container of 
the package:

(a) The batch mark.
(b) The number of milligrams of 

chlortetracycline hydrochloride per 
milliliter.

(c) The statement “Expiration date
____________ ” , the blank being filled in
;wit hthe date that is 24 month, 36 
months, or 48 months after the month 
during which the batch was certified.

(c?) The statement “For oral use in 
suckling pigs only.”

(ii) On the circular or other labeling 
within or attached to the package, ade
quate directions and warnings for the 
veterinary use of such drug by the laity.

(4) Request for certification; samples. 
(i) In addition to complying with the 
requirements of § 514.50 of this chapter, 
a person who requests certification of a 
batch shall submit with his request a 
statement showing the batch mark, the 
number of packages of each size in such 
batch, the batch mark and (unless it was 
previously submitted) the date on which 
the latest assay of the chlortetracycline 
hydrochloride used in making such batch 
was completed, the quantity of each in
gredient used in making the batch, the 
date on which the latest assay of the.drug 
was completed, and a statement that 
each component of the oil base used con
forms to the requirements prescribed 
therefor by this section.

(ii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following, 
made by him on an accurately represent
ative sample of :

(a) The batch: Potency and moisture.
(b) The chlortetracycline hydrochlo

ride used in making the batch: Potency, 
toxicity, moisture, pH, and crystallinity.

(iii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request, in the quantities herein
after indicated, accurately representa
tive samples of the following.

(a) The batch: 1 package for each
5,000 packages in the batch, but in no 
case less than 5 packages, collected by 
taking single packages at such intervals 
throughout the entire time of packaging 
the batch that the quantities packaged 
during the intervals are approximately 
eiqual.
; (b) The chlortetracycline used in 
making the batch : 10 packages, contain
ing approximately equal portions of not 
less than 60 milligrams each, packaged 
in accordance with the requirements of 
§ 466.10(a) (2) of this chapter.

(e) In case of an initial request for 
certification, each other ingredient used 
in making the batch: 1 package of each 
component of the oil base, each contain
ing approximately 200 grams.

(iv) No result referred to in paragraph
(a) (4) (ii) (b) of this section, and no 
sample referred to in paragraph (a) (4) 
(iii) (b) of this section, is required if 
such result or sample has been previ
ously submitted.

(b) Tests and methods of assay— (1) 
Potency. Proceed as directed in § 446.510a
(b) (1) of this chapter. The potency is 
satisfactory if it contains not less than 
85 percent of the number of milligrams 
of chlortetracycline hydrochloride that it 
is represented to contain.

(2) Moisture. Proceed as directed in 
§ 540.380a(b) (2) of this chapter.
§ 546.113 Chlortetracycline b i s u I- 

fate oral dosage forms.
§ 546.113a Chlortetracycline bisulfate 

soluble powder.
(a) Requirements for certification—

(1) Standards of identity, strength, qual
ity, and purity. Chlortetracycline bisul
fate soluble powder is chlortetracycline 
bisulfate with or without sulfamethazine 
bisulfate and with or without one or 
more suitable and harmless colorings, 
buffer substances, and diluents. It con
tains the equivalent of 25.6 grams or 
102.4 grams of chlortetracycline hydro
chloride per pound of powder. I f  it 
contains 102.4 grams equivalent of chlor
tetracycline hydrochloride, it may also 
contain sulfamethazine bisulfate equiva
lent to 102.4 grams of sulfamethazine. 
The moisture content is not more than 2 
percent. The chlortetracycline bisulfate 
used conforms to the requirements of 
§ 539.2lOd of this chapter. Each other 
substance used, if its name is recognized 
in the U.S.P. or N.F., conforms to the 
standards prescribed therefor by such of
ficial compendium.

(2) Packaging. In all cases, the im
mediate container shall be a tight con
tainer as defined by the U.S.P. The com
position of the immediate container shall 
be such as will not cause any change in 
the strength, quality, or purity of the 
contents beyond any limits therefor in 
applicable standards, except that minor 
changes so caused that are normal and 
unavoidable in good packaging, storage, 
and distribution practice shall be dis
regarded.

(3) Labeling. Each package shall bear 
on its label or labeling, as hereinafter 
indicated, the following:

(i) On the outside wrapper or con
tainer and the immediate container:

(a) The batch mark.
(b) The number of grams of chlor

tetracycline hydrochloride equivalent per 
pound and, if it contains sulfamethazine 
bisulfate, the number of grams of sul
famethazine equivalent per pounds in the 
immediate container.

(c) The number of pounds of powder 
in each immediate container.

(d) [Reserved]
(e) The statement “Expiration date

_________ ___” , the blank being filled in
with the date that is 12 months after the 
month during which the batch was cer
tified, except that the blank may be filled 
in with the date that is 24, 30, 36, 42, or 
48 months after the month during which 
the batch was certified if the person who
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request certification has submitted to the 
Commissioner results of tests and assays 
showing that after having been stored tor 
such period of time such drug as prepared 
by him complies with the standards pre
scribed by paragraph (a) (1) of this sec
tion.

(ii) On the circular or other labeling 
within or attached to the package:

(a) Adequate directions and warnings 
for the veterinary use of such drug by 
the laity.

(b) I f  it is intended for use in animals 
raised for food production, labeling in 
accordance with the requirements of 
§546.110c.

(4) Request for certification; samples.
(i) In addition to complying with the 
requirements of § 514.50 of this chapter, 
a person who requests certification of a 
batch shall submit with his request a 
statement showing the batch mark and 
(unless it was previously submitted) the 
date on which the latest assay of the 
chlortetracycline bisulfate used in 
making such batch was completed, the 
number of grams of chlortetracycline 
hydrochloride equivalent per pound, the 
number of pounds of powder, the num
ber of packages of each size in the batch, 
the quantity o f each ingredient used in 
making the batch, the date on which the 
latest assay of the drug comprising such 
batch was completed, and a statement 
that each ingredient used in making the 
batch conforms to the requirements pre
scribed therefor, i f  any, by this section.

(ii) Except as otherwise provided in 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following, 
made by him on an accurately repre
sentative sample o f:

(a) The batch: Potency and moisture.
(b) The chlortetracycline bisulfate 

used in making the batch: Potency, 
toxicity, moisture, butyl alcohol content, 
sulfate content, absorptivity, and crys
tallinity.

(iii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request, in the quantities here
inafter indicated, accurately representa
tive samples of the following:

(a) The batch: One 1-ounce portion 
for each 5,000 immediate containers in 
the batch, but in no case less than five 
1-ounce portions. Such sample shall 
be collected by taking single 1 -ounce 
portions at such intervals throughout 
the entire time the containers are being 
filled that the quantities filled during 
the intervals are approximately equal.

(b) The chlortetracycline bisulfate 
used in making the batch: 10 packages, 
each containing approximately equal 
portions or not less than 0.5 gram, pack
aged in accordance with the require
ments of § 539.210b (a) of this chapter.

(c) In case of an initial request for 
certification, each other ingredient used 
in making the batch: One package of 
each containing approximately 5 grams.

(iv) The result referred to in para
graph (a) (4) (ii) (b) of this section, and 
the sample referred to in paragraph (a)
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(4) (iii) (b) of this section are not re
quired if such result or sample has been 
previously submitted.

(b) Tests and methods of assay— (1) 
Potency. Using an accurately weighed 
sample of approximately 500 milligrams, 
proceed as directed in § 446.10a(b) (1) of 
this chapter, except § 446.10a(b) (1) (ix) 
of this chapter. Its potency is satisfac
tory if it contains not less than 85 per
cent and not more than 125 percent of 
the labeled potency.

(2) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.
§ 546.113b Chlortetracycline bisulfate- 

sulfamethazine. bisulfate soluble 
powder.

(a) Requirements for certification. 
The requirements for certification for 
chlortetracycline bisulfate-sulfametha
zine bisulfate soluble powder are de
scribed under § 546.113a (a ) .

(b) Tests arid methods of assay. The 
tests and methods of assay for chlortet
racycline bisulfate-sulfamethazine bisul
fate soluble powder are described under 
§ 546.113a(b).

(c) Conditions of marketing— (1) 
Chemical name. Sulfamethazine : N '-  
(4,6 - Dimethyl-2-pyrimidinyl) sulfanil
amide.

(2) Specifications. Meets the require
ments of § 546.113a(a).

(3) Sponsor. See No. 010042 in § 510.- 
600 (c) of this chapter.

(4) Special considerations. The quan
tities of antibiotic in paragraph (c) (6) of 
this section refer to the activity of the 
master standard.

(5) Related tolerances. See §§ 556.150 
and 556.670 of this chapter.

(6) Conditions of use. It is used in 
drinking water of swine as follows:

(i) Amount. 250 milligrams of chlor
tetracycline with 250 milligrams of sul
famethazine per gallon.

(ii) Indications for use. Prevention 
and treatment of bacterial enteritis; aid 
in the reduction of the incidence of 
cervical abscesses; aid in the mainte
nance of weight gains in the presence of 
bacterial enteritis and atrophic rhinitis.

(iii) Limitations. Not to be used for 
more than 28 consecutive days; withdraw 
7 days before slaughter; as sole source of 
chlortetracycline and sulfonamide.
§ 546.180 Tetracycline oral d o s a g e  

forms. 1
§ 546.180a Tetracycline hydrochloride 

capsules.
*

(a) Requirements for certification. 
The requirements for certification for 
tetracycline hydrochloride capsules; tet
racycline capsules; tetracycline phos
phate complex capsules are described 
under § 446.110b of this chapter, with 
the following exceptions:

(1) Standards of identity, strength, 
quality, and purity: It  may contain one 
or more suitable sulfonamides and harm
less vitamin substances. The contents of 
each capsulé shall not be limited to 50 
milligrams.

(2) When it is packaged for dispensing 
and intended solely for veterinary use: 
Its label and labeling shall bear the

13929

statement “Warning—Not for use in ani
mals which are raised for food produc
tion” and shall comply with all of the 
requirements prescribed by § 446.110b(a)
(3) of this chapter, except that in lieu 
of the statement “Caution: Federal law 
prohibits dispensing without a prescrip
tion” , each package shall include infor
mation containing directions and warn
ings adequate for the veterinary use of 
the drug by the laity in all cases except 
those in which the veterinary prescrip
tion statement is required by paragraph
(c) of this section. In those cases, the 
veterinary prescription statement shall 
comply with the requirements prescribed 
by § 201.105 of this chapter.

(b) Tests and methods of assay. The 
tests and methods of assay for tetracy
cline hydrochloride capsules, tetracycline 
capsules, and tetracycline phosphate 
complex capsules are described under 
§ 446.110b of this chapter.

(c) Conditions of marketing— (1) 
Specifications. Tetracycline capsules con
form to the standards of identity, 
strength, quality, and purity prescribed 
by paragraph (a) of this section.

,(2) Sponsor. See § 510.600(c) of this 
chapter for identification of the sponsors 
as listed in paragraph (c) (5) of this sec
tion.

(3) Special considerations. The quan
tity of tetracycline in paragraph (c) (5) 
of this section refers to the activity of 
tetracycline hydrochloride.

(4) [Reserved]
(5) Conditions of use. It  is used as 

tetracycline hydrochloride for dogs as 
follows:

(i) Amount. 250 milligrams per cap
sule.

(a) Indications for use. For treatment 
of infections caused by organisms sen
sitive to tetracycline hydrochloride, such 
as bacterial gastroenteritis due to E. coli 
and urinary tract infections due to 
Staphylococcus spp. and E. coli.

(b) Limitations. Administer orally 25 
milligrams per pound of body weight per 
day given in divided doses every 6 hours; 
treatment should be continued until 
symptoms of the disease have subsided 
and the temperature is normal for 48 
hours; not for use in animals which are 
raised for food production; Fedefal law 
restricts this drug to use by or on the 
order of a licensed veterinarian.

(c) Sponsor. See Nos. 000003 and 
000009 in § 510.600(c) of this chapter.

(ii) Amount. 125, 250, or 500 milli
grams per capsule.

(a) Indications for use. For treatment 
of infections caused by organisms sen
sitive to tetracycline hydrochloride, such 
as bacterial gastroenteritis due to E. coli 
and urinary tract infections due to 
Staphylococcus spp. and E. coli.

(b) Limitations. Administer orally 25 
milligrams per pound of body weight per 
day given in divided doses every 6 hours; 
treatment should be continued until 
symptoms of the disease have subsided 
and the temperature is normal for 48 
hours; not for use in animals which are 
raised for food production; Federal law 
restricts this drug to use by or on the 
order of a licensed veterinarian.
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(c) Sponsor. See No. 000196 in § 510.600

(c) of this chapter.
(iii) Amount. 50, 100, 250, or 500 milli

grams per capsule.
' (a) Indications for use. For treat

ment of infections caused by organisms 
sensitive to tetracycline hydrochlpride, 
such as bacterial gastroenteritis due to E. 
coli and urinary tract infections due to 
Staphylococcus spp. and E. coli.

(b) Limitations. Administer orally 25 
milligrams per pound of body weight per 
day given in divided doses every 6 hours; 
treatment should be continued until 
symptoms of the disease have subsided 
and the temperature is normal for 48 
hours; not for use in animals which are 
raised for food production; Federal law 
restricts this drug to use by or on the 
order of a licensed veterinarian.

(c) Sponsor. See No. 000115 in § 510.- 
600(c) of this chapter.

(iv) Amount. 50, 100, 125, 250, or 500 
milligrams per capsule.

(a) Indications for use. For treatment 
of infections caused by organisms sensi
tive to tetracycline hydrochloride, such as 
bacterial gastroenteritis due - to E. coli 
and urinary tract infections due to 
Staphylococcus spp. and E. coli.

(b) Limitations. Administer orally 25 
milligrams per pound of body weight per 
day given in divided doses every 6 hours; 
treatment should be continued until 
symptoms of the disease have subsided 
and the temperature is normal for 48 
hours; not for use in animals which are 
raised for food production; Federal law 
restricts this drug to use by or on the 
order of a licensed veterinarian.

(c) Sponsor. See No. 000172 in § 510.- 
600(c) of this chapter.
§ 546.180b Tetracycline tablets.

(a) Requirements for certification. The 
requirements for certification for tetra
cycline tablets are described under § 546.- 
110d(a).

(b) Tests and methods of assay. The 
tests and methods of assay for tetracy
cline tablets are described under § 546.- 
110d(b).

(c) Conditions of marketing— (1) 
Specifications. Tetracycline tablets con
form 'to  the standards of identity, 
strength, quality, and purity prescribed 
by § 546.110d.

(2) Sponsor. See § 510.600(c) of this 
chapter for identification of the sponsors 
as listed in paragraph (c )(5 ) of this 
section.

(3) Special considerations. The quan
tity of tetracycline in paragraph (c) (5) 
of this section refers to the activity of 
tetracycline hydrochloride.

(4) [Reserved]
(5) Conditions of use. It is used as 

tetracycline hydrochloride in dogs as 
follows:

(i) Amount. 100, 250, or 500 milligrams 
per tablet.

(ii) Indications for use. For treatment 
of infections caused by organisms sensi
tive to tetracycline hydrochloride, such 
as bacterial gastroenteritis due to E. coli 
and urinary tract infections due to 
Staphylococcus spp. and E. coli.
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(iii) Limitations. Administer orally 25 
milligrams per pound of body weight per 
day given in divided doses every 6 hours ; 
treatment should be continued until 
symptoms of the disease have subsided 
and the temperature is normal for 48 
hours; not for use in animals which are 
raised for food production; Federal law 
restricts this drug to use by or on the 
order of a licensed veterinarian.

(iv) Sponsor. See No. 000196 in 
§ 510.600(c) of this chapter.
§ 546.180c Tetracycline boluses.

(a) Requirements for certification. The 
requirements for certification for tetra
cycline boluses are described under 
§ 546.110d(a).

(b) Tests and methods of assay. The 
tests and methods of assay for tetra
cycline boluses are described under 
§ 546.1 lOd(b).

(c) Conditions of marketing— (1) 
Specifications. Tetracycline boluses con
form to the standards of identity, 
strength, quality, and purity prescribed 
by § 546.1 lOd of this chapter.

(2) Sponsor. See § 510.600(c) of this 
chapter for identification of the spon
sors as listed in paragraph (c) (5) of this 
section.

(3) Special considerations. The quan
tity of tetracycline in paragraph (c) (5) 
of this section refers to the activity of 
tetracycline hydrochloride.

(4) Related tolerances. See § 556.720 
of this chapter.

(5) Conditions of use. (i) It is used as 
tetracycline hydrochloride in calves as 
follows:

(a) Amount. 500 milligrams per bolus.
(1) Indications for use. For treatment 

of pneumonia, shipping fever, and pneu- 
monenteritis.

(2) Limitations. Administer orally 10 
milligrams per pound of body weight per 
day divided into 2 daily doses for not 
more than 5 days; do not slaughter ani
mals for food within 12 days of treat
ment; as sole source of tetracycline; for 
use by or on the order of a licensed veter
inarian.

(3) Sponsor. See Nos. 000009 and 
000069 in § 510.600(c) of this chapter.

(b) Amount. 500 milligrams per bolus.
(1) Indications for use. For treatment 

of bacterial pneumonia caused by orga
nisms susceptible to tetracycline, and 
bacterial enteritis caused by E. coli and 
salmonella organisms susceptible to 
tetracycline.

(2) Limitations. Administer orally 10 
milligrams per pound of body weight per 
day divided into 2 daily doses for not 
more than 5 days; do not slaughter ani
mals for food within 12 days of treat
ment; as sole source of tetracycline; Fed
eral law restricts this drug to use by or on 
the order of a licensed veterinarian.

(3) Sponsor. See No. 000009 in § 510.- 
600(c) of this chapter.

(ii) It is used as tetracycline hydro
chloride for sheep as follows;

(a) Amount. 500 milligrams per bolus.
(b) Indications for use. For treatment 

of pneumonia, shipping fever, pneumoen
teritis complex, and bacterial enteritis 
(scomrs).

(c) Limitations. Administer orally 10 
milligrams per pound of body weight per 
day divided into 2 daily doses for not 
more than 4 days; do not slaughter ani
mals for food within 5 days of treatment; 
as sole source of tetracycline.

(d) Sponsor. See Nos. 000009 and 
000069 in § 510.600(c) of this chapter.
§ 546.180d Tetracycline soluble powder.

(a) Requirements for certification. The 
requirements for certification for tetra
cycline soluble powder are described un
der § 546.110c(a).

(b) Tests and methods of assay. The 
tests and methods of assay for tetracy
cline soluble powder are described under 
§ 546.110c(b).

(c) Conditions of marketing— (1) 
Specifications. Tetracycline soluble pow
der conforms to the standards of iden
tity, strength, quality, and purity pre
scribed by § 546.110c.

(2) Sponsor. See § 510.600(c) of this 
chapter for identification of the sponsors 
as listed in paragraph (c) (5) of this 
section.

(3) Special considerations. The quan
tity of tetracycline in paragraph (c) (5) 
of this section refers to the activity of 
tetracycline hydrochloride.

(4) Related tolerances. See § 556.720 
of this chapter.

(5) Conditions of use. (i) It  is used as 
tetracycline hydrochloride in drinking 
water for calves as follows:

(a) Amount. 100 to 200 milligrams per 
gallon.

(1) Indications for use. As an aid in 
prevention of bacterial diarrhea, bac
terial pneumonia, and shipping fever 
(hemorrhagic septicemia).

(2) Limitations. Administer for not 
more than 5 days; do not slaughter ani- 
mais for food purposes within 5 days of 
treatment; prepare a fresh solution 
daily; as sole source of tetracycline.

(3) Sponsor. See Nos. 000009 and 
000069 in § 510.600(c) of this chapter.

(b) Amount. 200 to 400 milligrams per 
gallon.

(1) Indications for use. For treatment 
of bacterial diarrhea, bacterial pneumo
nia, and shipping fever (hemorrhagic 
septicemia).

(2) Limitations. Administer for not 
more than 5 days; do not slaughter ani
mals for food purposes within 5 days of 
treatment; prepare fresh solution daily; 
as sole source of tetracycline.

(3) Sponsor. See Nos. 000009 and 
000069 in § 510.600(c) of this chapter.

(ii) It  is used as tetracycline hydro
chloride, in water or milk for newborn 
pigs as follows;

(a) Amount. 52 milligrams per day.
(b) Indications for use. For treatment 

of bacterial enteritis and bacterial pneu
monia.

(c) Limitations. Administer for not 
more than 3 days; do hot slaughter ani
mals for food purposes within 4 days of 
treatment; prepare a fresh solution 
daily; as sole source of tetracycline.

(d) Sponsor. See Nos. 000009 and 
000069 in § 510.600(c) of this chapter.
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(iii) It is used as tetracycline hydro
chloride in drinking water for swiiie as 
follows:

(a) Amount. 100 to 200 milligrams per 
gallon.

XI) Indications for use. As an aid in 
prevention of bacterial enteritis.

(2) Limitations. Do not slaughter ani
mals for food purposes within 4 days of 
treatment; prepare a fresh solution 
daily; as sole source of tetracycline.

(3) Sponsor. See Nos. 000009 and 
000069 in § 510.600(c) of this chapter.

(b) Amount. 200 to 400 milligrams per 
gallon.

(1) Indications for use. As an aid in 
prevention of bacterial pneumonia; for 
treatment of bacterial enteritis.

(2) Limitations. Do not slaughter ani
mals for food purposes within 4 days of 
treatment; prepare a fresh solution 
daily; as sole source of tetracycline.

(3) Sponsor. See Nos. 000009 and 
000069 in § 510.600(c) of this chapter.

(c) Amount. 400 milligrams per gal
lon.

(1) Indications for use. For treatment 
of bacterial pneumonia.

(2) Limitations. Do not slaughter ani
mals for food purpose within 4 days of 
treatment; prepare a fresh solution 
daily; as sole source of tetracycline.

(3) Sponsor. See Nos. 000009 and 
000069 in § 510.600(c) of this chapter.

(iv) It  is used as tetracycline hydro
chloride in drinking water for turkeys 
and chickens as follows;

(a) Amount. 100 to 200 milligrams per 
gallon.

CD Indications for use. As an aid in 
prevention of chronic respiratory disease 
(air-sac infection), hexamitiasis, blue 
comb (nonspecific enteritis), infectious 
sinusitis, and synovitis.

(2) Limitations. Administer for not 
more than 21 days; do not slaughter 
birds for food within 4 days of treat
ment; not for use in chickens and tur
keys producing eggs for human consump
tion; prepare fresh solution daily; as sole 
source of tetracycline.

(3) Sponsor. See Nos. 000009 and 
000069 in § 510.600(c) of this chapter.

(b) Amount. 200 to 400 milligrams per 
gallon.

(1) Indications for use. For treatment 
of chronic respiratory disease (air-sac 
infection), hexamitiasis, blue comb (non
specific enteritis), infectious sinusitis, 
and synovitis.

(2) Limitations. Administer for not 
more than 21 days; do not slaughter birds 
for food within 4 days of treatment; not 
for use in chickens and turkeys produc
ing eggs for human consumption; pre
pare a fresh solution daily; as sole source 
of tetracycline.

(3) Sponsor. See . Nos. 000009 and 
000069 in § 510.600(c) of this chapter.
§ 546.180e Tetracycline oral liquid.

(a )* Requirements for certification— 
(1) The requirements for certification 
for chlortetracycline calcium sirup 
(chlortetracycline calcium oral drops); 
tetracycline sirup (tetracycline oral 
drops); tetracycline magnesium sirup 
(tetracycline magnesium oral drops) are
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described under § 446.111 of this chapter.
(2) When it is packaged for dispens

ing and intended solely for veterinary 
use, its label and labeling shall comply 
with all the requirements prescribed by 
§ 446.111(a) (3) of this chapter, except 
that in lieu of the statement, “Caution: 
Federal law prohibits dispensing without 
prescription”, each package shall include 
information containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity and the state
ment, “Warning—Not for use in animals 
which are raised for food production.”

(b) Tests and methods of assay. The 
tests and methods of assay for chlor
tetracycline calcium sirup (chlortetra
cycline calcium oral drops), tetracycline 
sirup (tetracycline oral drops), tetracy
cline magnesium sirup (tetracycline 
magnesium oral drops), are described 
under § 446.111 of this chapter.

(c) Conditions of marketing— (1) 
Specifications. Tetracyline oral liquid 
conforms to the standards of identity, 
strength, quality, and purity prescribed 
by paragraph (a) of this section.

(2) Sponsor. See § 510.600(c) of this 
chapter for identification of the sponsors 
as listed in paragraph (c) (5) of this 
section.

(3) Special considerations. The quan
tity of tetracycline in paragraph (c) (5) 
of, this section refers to the activity of 
tetracycline hydrochloride.

(4) [Reserved!
(5) Conditions of use. It is used as tet

racycline as follows:
(i) Dogs— (a) Amount. 25 or 100 milli

grams per milliliter.
(b) Indications for use. For treatment 

of infections caused by organisms sen
sitive to tetracycline hydrochloride, such 
as bacterial gastroenteritis due to E. 
coli and' urinary tract infections due to 
Staphylococcus spp. and E. coli.

(c) Limitations. Administer orally 25 
milligrams per pound of body weight per 
day given in divided doses every 6 hours; 
treatment should be continued until 
symptoms have subsided and the tem
perature is normal for 48 hours; not for 
use in animals which are raised for food 
production; Federal law restricts this 
drug to use by or on the order of a li
censed veterinarian.

(d) Sponsor. See No. 000196 in § 510.- 
600(c) of this chapter.

(ii) Dogs and cats— (a) Amount. 100 
milligrams per milliliter.

(b) Indications for use. For treatment 
of infections caused by organisms sus
ceptible to tetracycline hydrochloride, 
such as bacterial gastroenteritis due to E. 
coli and urinary tract infections due to 
Staphylococcus spp. and E. coli.

(c) Limitations. Administer orally 25 
milligrams per pound of body weight per 
day given in divided doses every 6 hours; 
treatment should be continued until the 
temperature has been normal for 48 
hours; not for use in food-producing ani
mals; Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

id) Sponsor. See No. 000009 in § 510.- 
600(c) of this chapter.

13931

§ 546.180f Tetracycline oral suspension.
(a) Requirements for certification— 

(1) The requirements for certification for 
tetracycline hydrochloride oral suspen
sion (tetracycline hydrochloride homoge
nized mixture); tetracycline phosphate 
complex oral suspension (tetracycline 
phosphate complex oral drops); tetra
cycline hydrochloride oral solution; tet
racycline calcium oral suspension; tet
racycline oral suspension are described 
under § 446.181c of this chapter.

(2) When it is packaged for dispens
ing and intended solely for veterinary^ 
use, its label and labeling shall comply 
with all the requirements prescribed by 
§ 446.181c(a) (3) of this chapter, except 
that in lieu of the statement, “Caution: 
Federal law prohibits dispensing with
out prescription,” each package shall in
clude information containing directions 
and warnings adequate for the veterinary 
use of the drug by the laity and the state
ment, “Warning—Not for use in animals 
which are raised for food production.”

(b) Tests and methods of assay. The 
tests and methods of assay for tetracy- 
cycline hydrochloride oral suspension 
(tetracycline hydrochloride homogenized 
mixture); tetracycline phosphate com
plex oral suspension (tetracycline phos
phate complex oral drops); tetracycline 
hydrochloride oral solution; tetracycline 
calcium oral suspension; tetracycline 
oral suspension are described under 
§ 446.181c of this chapter.

Subpart B— [Reserved]
Subpart C— Ophthalmic and Topical 

Dosage Forms
§ 546.312 Chlortetracycline/tetracycline 

ophthalmic and topical dosage forms.
§ 546.312a Chlortetracycline - n e o in y- 

cin-streptomycin / dihydrostreptomy
cin ointment; tetracycline hydrochlo- 
ride-neomycin-streptomycin / dihy- 
drQstreptomycin ointment.

(a) Requirements for certification— 
(1) Chlortetracycline-neomycin - strep
tomycin ointment, chlortetracycline-ne- 
omycin-dihydrostreptomycin ointment, 
tetracycline hydrochloride-neomycin- 
streptomycin ointment, and tetracycline 
hydrochloride - neomycin -dihydrostrep
tomycin ointment conform to all require
ments and are subject to all procedures 
prescribed by § 446.510a(a) of this chap
ter for chlortetracycline hydrochloride 
ointment and tetracycline hydrochloride 
ointment, except that:

(i) They contain not less than 28 
milligrams of chlortetracycline hydro
chloride or tetracycline hydrochloride 
per gram.

(ii) v They contain not less than 14 
milligrams of neomycin per gram. The 
neomycin used conforms to the stand
ards prescribed by § 444.42(a) (1) (i) (v ) , 
and (vi) of this chapter.

(iii) They contain not less than 14 mil
ligrams of streptomycin or dihydrostrep
tomycin per gram. The streptomycin 
used conforms to the standards pre
scribed by § 444.70a(a) (1) of this chap
ter, except paragraph (a )(1 ) (ii), (iii),
(iv ), and (v) of that section. The di- 
hydrostreptomycin used conforms to the
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standards prescribed by § 444.10a(a) of 
this chapter, except the standards for 
sterility, toxicity, pyrogens, and hista
mine.

(2) Its expiration date shall be 36 
months after the month during which 
the batch was certified

(3) In addition to complying with the 
requirements of § 446.510a(a) (4) of this 
chapter, a person who requests certifi
cation of a batch shall submit with his 
request a statement showing the batch 
marks and (unless they were previously 
submitted) the results and dates of the 
latest tests and assays of the neomycin 
and streptomycin or dihydrostreptomy
cin used in making the batch for potency, 
moisture, pH, streptomycin content of 
the dihydrostreptomycin and crystallin
ity if it is crystalline dihydrostreptomy
cin. He shall also submit in connection 
with his request a sample consisting of 
not less than 8 packages of such ointment 
and (unless they were previously submit
ted) accurately representative samples 
of the following, in the quantities indi
cated:

(i) The neomycin used in making the 
batch: 5 packages, each containing ap
proximately equal portions of not less 
than 0.5 gram.

(ii) The streptomycin or dihydrostrep
tomycin used in making the batch; 6 
packages, each containing approximately 
equal portions of not less than 0.5 gram.

(b) Tests and methods of assay— (1) 
Potency— (i) Chlortetracycline content. 
Proceed as directed in § 446.10a(b)
( l ) iv i i i )  of this chapter, except pre
pare the sample by one of the fol
lowing methods: Place an accurately 
weighed sample of approximately 1 
gram in an extraction funnel pre
pared by fusing a ground-glass joint 
to the top of a medium-porosity 
sintered-glass filter funnel (30-milli
meter diameter). Wash with five 10- 
milliliter portions of warm iso-octane 
and draw off the ointment base under 
vacuum. Discard the iso-octane wash
ings. Wash the residue in the funnel four 
times with 10-milliliter portions of 0.3 
percent piperidine in acetone solution. 
Withdraw each washing under vacuum. 
Combine the four washings in a 100- 
milliliter volumetric flask and make to 
mark with 0.1. M  potassium phosphate 
buffer, pH 4.5. The solution for assay 
may also be prepared by placing a rep
resentative portion of the sample (usu
ally 1.0 gram, accurately weighed) in a 
glass blending jar containing 199 milli
liters of 0.01 N  HC1 and 1 milliliter of 
polysorbate 80. Using a high-speed 
blender, blend the mixture for 2 to 3 
minutes and make proper estimated 
dilutions using 0.1 M  potassium phos
phate buffer, pH 4.5. Its content of 
chlortetracycline is satisfactory if  it con
tains not less than 85 percent of the 
number of milligrams per gram of oint
ment that it is represented to contain.

(ii) Tetracycline hydrochloride con
tent. Prepare the sample as directed in 
paragraph (b) (1) (i) of this section 
and proceed as directed in § 446.81a(b) 
of this chapter. Its content of tetra
cycline hydrochloride is satisfactory if
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it contains not less than 85 percent of 
the number of milligrams per gram of 
ointment that it is represented to 
contain.

(iii) Neomycin content. The residue 
remaining in the funnel after the ex
traction described in paragraph (b )(1 )
(i) of this section contains the neomycin 
and streptomycin or dihydrostreptomy
cin. Wash this residue five times, using 
10-milliliter aliquots of 0.1 M  potassium 
phosphate buffer, pH 8.0, drawing each 
washing off under vacuum. Combine the 
washings in a 100-milliliter volumetric 
flask and make to mark with 0.1 M  po
tassium phosphate buffer, pH 8.0. Using 
an aliquot of this aqueous solution, 
proceed as directed in § 436.105 of 
this chapter. I f  Staphylococcus epider- 
midis is used as the test organism, pro
ceed as directed in § 448.510d(b) (1) (ii) 
of this chapter. The content of neomycin 
is satisfactory if  it contains not less than 
85 percent of the number of milligrams 
per gram of ointment that it is repre
sented to contain.

(iv) Streptomycin content. Using an 
aliquot of the aqueous solution prepared 
as directed in paragraph (b) (1) (iii) of 
this section, proceed as directed in 
§ 444.70a(b) (1) (i) through (ix) of this 
chapter. The content of streptomycin 
is satisfactory if it contains not less than 
85 percent of the number of milligrams 
per gram of ointment that it is repre
sented to contain.

(v) Dihydrostreptomycin content. Us
ing an aliquot of the aqueous solution 
prepared as directed in paragraph (b)
(1) (iii) of this section, and the dihydro
streptomycin working standard as the 
standard of comparison, proceed as di
rected in § 444.70a(b) (1) (i) through
(ix) of this chapter. The content of di
hydrostreptomycin is satisfactory if it 
contains not löss than 85 percent of the 
number of milligrams per gram of oint
ment that it is represented to contain.

(2) Moisture. Proceed as directed in 
§ 540.380a(b) (2) of this chapter.
§ 546.312b Chlortetracycline/chlortetra

cycline hydrochloride/tetracycline
hydrochloride ophthalmic.

(a) Requirements for certification—
(1) The requirements for certification 
for chlortetracycline ophthalmic (chlor
tetracycline hydrochloride ophthalmic); 
tetracycline hydrochloride ophthalmic 
are described under § 446.310a of this 
chapter.

(2) When it is packaged for dispens
ing and intended solely for veterinary 
use, its label and labeling shall comply 
with all the requirements prescribed by 
§ 446.310a(a) (3) of this chapter, except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing without 
prescription” , each package shall include 
information containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity.

(b> Tests and methods of assay. The 
tests and methods of assay for chlor
tetracycline ophthalmic (chlortetracy
cline hydrochloride ophthalmic); tetra
cycline hydrochloride ophthalmic are de
scribed under § 446.310a of this chap
ter.

§ 546.381 Tetracycline hydrochloride 
ophthalmic and topical dosage forms.

§ 546.381a Tetracycline hydrochloride- 
neomycin topical spray ointment.

(a) Requirements for certification— 
(1) The requirements for certification 
for tetracycline hydrochloride-neomycin 
spray topical ointment are described 
under § 446.581a of this chapter.

(2) When it is packaged for dispens
ing and intended solely for veterinary 
use, its label and labeling shall comply 
With all the requirements prescribed by 
§ 446.581a(a) (3) of this chapter, except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing without 
prescription” , each package shall include 
information containing directions ade
quate for the veterinary use of the drug 
by the laity.

(b) Tests and methods of assay. The 
tests and methods of assay for tetra
cycline hydrochloride-neomycin spray 
topical ointment are described under 
§ 446.581a of this chapter.
§ 546.381b Tetracycline hydrochloride- 

neomycin in oil suspension.
(a) Requirements for certification. 

The requirements for certification for 
tetracycline hydrochloride-neomycin in 
oil suspension are described under § 446.- 
581b of this chapter, except, if it is in
tended solely for veterinary use, it may 
contain one or more suitable fungicides 
and miticides. I f  it contains such ingre
dients, the labeling shall bear the name 
and quantity of each contained in each 
milliliter.

(b) Tests and methods of assay. The 
tests and methods of assay for tetra
cycline hydrochloride-neomycin in oil 
suspension are described under § 446.- 
581b(b) of this chapter, except, if it is 
intended solely for veterinary use, it may 
contain one or more suitable fungicides 
and miticides. I f  it contains such ingre
dients, the labeling shall bear the name 
and quantity of each contained in each 
milliliter.

Subpart D— Otic Dosage Forms
§ 546.481 Tetracycline hydrochloride 

otic.
(a) Requirements for certification— 

(1) The requirements for certification 
for tetracycline hydrochloride otic (te
tracycline hydrochloride for ear solu
tion) are described under § 446.481 of 
this chapter.

(2) When it is packaged for dispens
ing and it is intended solely for veteri
nary use, its label and labeling shall com
ply with all the requirements prescribed 
by § 446.481(a) (3) of this chapter except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing without 
prescription”, each package shall include 
information containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity.

(b) Tests and methods of assay. The 
tests and methods of assay for tetra
cycline hydrochloride otic (tetracycline 
hydrochloride for ear solution) are de
scribed under § 446.481 of this chapter.
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Subparts E and F [Reserved] 
Subpart G— Rectal Dosage Forms

§ 546.713 Chlortetracycline/Chlortetra
cycline hydrochloride/tetracycline
hydrochloride suppositories.

(a) Requirements for certification—
(1 ) The requirements fo r  certification for  
Chlortetracycline suppositories (Chlor
tetracycline hydrochloride supposi
tories) ; tetracycline hydrochloride sup
positories are described under § 446.610a 
of this chapter.

(2) When it is packaged for dispensing 
and intended solely for veterinary use, 
its label and labeling shall comply with 
all the requirements prescribed by 
§ 446.610a(a) (3) of this chapter, except 
that in lieu of the statement, “Caution: 
Federal law prohibits dispensing without 
prescription”, each package shall include 
information containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity and the state
ment, “Warning—Not for use in animals 
which are raised for food production.”

(b )  Tests and methods of assay. The  
tests and methods of assay fo r Chlortet
racycline suppositories (Chlortetracycline 
hydrochloride suppositories) ; tetracy
cline hydrochloride suppositories are de
scribed under § 446.610a o f this chapter.

PART 548— CERTIFIABLE PEPTIDE 
ANTIBIOTIC DRUGS FOR ANIMAL USE 

Subpart A— Oral Dosage Forms
Sec.
548.110 Bacitracin powder.
548.111 Feed grade manganese bacitracin

powder oral.
548.112 Bacitracin methylene disalicylate

oral dosage forms.
548.112a Soluble bacitracin methylene di- 

salicylate.
548.112b Tablets bacitracin methylene di

salicylate and streptomycin sul
fate oral.

548.112c Capsules bacitracin methylene di
salicylate and streptomycin sul
fate oral.

548.112d Powder bacitracin methylene disali
cylate and streptomycin sulfate 
oral.

548.113 Crude, unrefined, feed grade baci-
tracin/zinc bacitracin powder 
oral.

548.114 Zinc bacitracin oral.
Subpart.B— Implantation or Injectable Dosage 

Forms
548.212 Bacitracin methylene disalicylate 

tablets; bacitracin/zinc bacitracin 
implantation pellets.

Subpart C— Ophthalmic and Topical Dosage 
Forms

548.310 Bacitracin ophthalmic and topical 
dosage forms.

548.310a Bacitracin ophthalmic.
548.310b Bacitracin - polymyxin - neomycin 

ointment.
548.313 Bacitracin/zinc bacitracin ophthal

mic and topical dosage forms. 
548.313a Bacitracin/zinc bacitracin-neomy

cin-polymyxin powder topical. 
548.313b Bacitracin/zinc bacitracin oint

ment.
548.314 Zinc bacitracin ophthalmic and top

ical dosage forms.
548.314a Zinc bacitracin, polymyxin B sul

fate, neomycin sulfate ophthalmic 
ointment.

Sec.
548.314b Zinc bacitracin, polymyxin B sul

fate, neomycin sulfate, hydrocorti
sone acetate^ ophthalmic oint
ment.

Au t h o r it y : Secs. 507, 512, 59 Stat. 463 as 
amended, 82 Stat. 343-351 (21 UJS.C. 357, 
360b).

Subpart A— Oral Dosage Forms 
§ 548.110 Bacitracin powder.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality and purity. Bacitracin powder 
is bacitracin, with or without suitable 
and harmless buffer substances, preserv
atives, dilutents, colorings, and flavor
ings. It contains the equivalent of not 
less than 10 grams of the bacitracin mas
ter standard per pound. Its moisture con
tent is not more than 5 percent. The 
bacitracin used conforms to the stand
ards prescribed therefor by § 448.10a(a)
(1) of this chapter, except paragraph
(a ) ( l ) ( i i ) ,  (iv ), and (viii) of that sec
tion. Each other substance used, if its 
name is recognized in the U. S. P. or N. F., 
conforms to the standards prescribed 
therefor by such official compendium.

(2) Packaging. In all cases the im
mediate containers shall be tight con
tainers as defined by the U. S. P. The 
composition of the immediate containers 
shall be such as will not cause any change 
in the strength, quality, or purity of the 
contents beyond any limit therefor in ap
plicable standards, except that minor 
changes so caused that are normal and 
unavoidable in good packaging, storage, 
and distribution practice shall be dis
regarded.

(3) Labeling. Each package shall bear 
on its label or labeling, as herinafter 
indicated, the following:

(i) On the outside wrapper or con
tainer and the immediate container:

(a) The batch mark.
(b) The number of units of bacitracin 

per gram, the number of grams of baci
tracin activity per pound, and the weight 
of the drug in the immediate container.

(c) The statement “Expiration date
________ ” , the blank being filled in with
the date that is 18 months after the 
month during which the batch was cer
tified.

(d) The statement “For oral veter
inary use only.”

(e) I f  it is intended for use in animals 
raised for food production, it shall be 
labeled in accordance with the require
ments of paragraph * (c) of this section 
and Part 558 of this chapter.

(ii) On the circular or other labeling 
within or attached to the package, ade
quate directions and warnings for the 
veterinary use of such drug by the laity.

(4) Request for certification; samples.
(i) In addition to complying with the 
requirements of § 514.50 of this chapter, 
a person who requests certification of a 
batch shall submit with his request a 
statement showing the batch mark, the 
number of packages of each size in such 
batch, the batch mark and (unless it was 
previously submitted) the date on which 
the latest assay of the bacitracin used 
in making such batch was completed,

the quantity of each ingredient used in 
making the batch, the date on which the 
latest assay of the drug comprising such 
batch was completed, and a statement 
that each other ingredient used con
forms to the requirements prescribed 
therefor by this section.

(ii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following, 
made by him on an accurately repre
sentative sample of:

(a) The batch: Units of bacitracin 
per gram, and moisture.

(b) The bacitracin used in making 
the batch: Potency, toxicity, moisture, 
pH, and ash content.

(iii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request, in the quantities here
inafter indicated, accurately representa
tive samples of the following:

(a) The batch: 1 immediate container 
for each 5,000 Immediate containers in 
the batch, but in no case less than 6 im
mediate containers, unless each such 
container is packaged to contain more 
than 30 grams, in which case the sample 
shall consist of 30 grams for each 5,000 
Immediate containers in the batch, but 
In no case less than six 30-gram por
tions or more than twelve 30-gram por
tions. Such samples shall be collected by 
taking single immediate containers or 
30-gram portions at such intervals 
throughout the entire time of packaging 
the batch that the quantities packaged 
during the intervals are approximately 
equal.

(b) The bacitracin used in making the 
batch: 6 packages, each containing ap
proximately equal portions of not less 
than 500 milligrams, packaged in ac
cordance with the requirements of 
§ 448.10a(a) (2) of this chapter.

(c) In case of an initial request for 
certification, each other substance used 
In making the batch: 1 package of each 
containing approximately 5 grams.

(iv) No result referred to in paragraph
(a) (4) (ii) (b) of this section, and no 
sample referred to in paragraph (a) (4)
(iii) (b) of this section, is required if 
such result or sample has been previously 
submitted.

(b) Tests and methods of assay—
(1) Potency. Proceed as directed in 
§ 448.10a(b) (1) (i) of this chapter, ex
cept in lieu of the directions for prepar
ing the sample in § 448.10a(b) (1) (i) (b) 
of this chapter, prepare the sample as 
follows: Place an accurately weighed 
sample of approximately 1 to 5 grams in 
a 100-milliliter volumetric flask, dissolve 
in 1 percent phosphate buffer, and dilute 
to 100 milliliters with 1 percent phos
phate buffer. Dilute a suitable aliquot 
with 1-percent phosphate buffer to a 
concentration of 1 unit per millili
ter (estimated). Its potency is satisfac
tory If it contains not less than 85 per
cent of the number of units of bacitracin 
per pound that it is represented to 
contain.
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(2) Moisture. Proceed as directed in 

§ 440.80a(b) (5) (i) of this chapter.
(c) Conditions of marketing— (1) 

Specifications. Bacitracin is the antibi
otic substance produced by growth of 
Bacillus subtilis var, Tracy or the same 
antibiotic substance produced by other 
means, and for the purpose of this sec
tion refers to bacitracin or feed grade 
bacitracin.

(2) Sponsor. See No. 032707 in 
§ 510.600(c) of this chapter.

(3) Special considerations. Antibiotic 
activities authorized are expressed in this 
section in terms of the weight of the 
appropriate antibiotic standard.

(4) Related tolerances. See § 556.70 of 
this chapter.

(5) Conditions of use. It  is used in 
drinking water as follows:

(i) Chickens— (a) Amount per gallon. 
100 to 200 milligrams.

(1) Indications for use. Prevention of 
chronic respiratory disease (air-sac in
fection) ; blue comb (nonspecific infec
tious enteritis).

(2) Limitations. Prepare a fresh solu
tion daily.

(b) Amount per gallon. 200 to 1,000 
milligrams.

(1) Indications for use. Treatment of 
chronic respiratory disease (air-sac in
fection) ; blue comb (nonspecific infec
tious enteritis).

(2) Limitations. Prepare a fresh solu
tion daily.

(ii) Swine— (a) Amount per gallon. 
100 to 200 milligrams.

(1) Indications for use. Aid in preven
tion of bacterial swine enteritis (scours).

(2) Limitations. Prepare a fresh solu
tion daily.

(b) Amount per gallon. 200 milligrams.
(1) Indications for use. Treatment of 

bacterial swine enteritis (scours).
(2) Limitations. Prepare a fresh solu

tion daily.
(iii) Turkey— (a) Amount per gallon. 

100 to 200 milligrams.
I ( f ) Indications for use. Prevention of 
infectious sinusitis; blue comb (mud 
fever).

(2) Limitations. Prepare a fresh solu
tion daily.

(b) Amount per gallon. 200 to 1,000 
milligrams.

(1) Indications for use. Treatment of 
infectious sinusitis; blue comb (mud 
fever).

(2) Limitations. Prepare a fresh solu
tion daily.

§ 548.111 Feed grade manganese baci
tracin powder oral.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality and purity. Peed grade man
ganese bacitracin powder oral is a 
mixture of the manganese salt of a 
kind of bacitracin or a mixture of two or 
more such salts, with or without one or 
more essential vitamins and mineral sub
stances for nutritive purposes and with 
or without one or more suitable and 
harmless diluents. It  contains the equiv
alent of not less than 5 grams of the 
bacitracin master standard per pound. 
Its moisture content is not more 8.0

percent. The manganese bacitracin used 
in making the batch has a potency of not 
less than 2.0 units per milligram, it con
tains not more than 1.0 gram of manga
nese for each gram of bacitracin, and its 
moisture content is not more than 6.0 
percent. Each other substance used, if 
its name is recognized in the U.S.P. or 
NJF., conforms to the standards pre
scribed therefor by such official 
compendium.

(2) Packaging; labeling; requests for 
certification, samples. Peed grade man
ganese bacitracin powder oral conforms 
to all requirements and procedures pre
scribed for feed grade zinc bacitracin 
powder oral by § 548.113(a) (2), except:

(i) Its expiration date shall be 12 
months.

(ii) Its labeling is such that, when the 
drug is mixed with animal feed accord
ing to the directions contained therein, 
such medicated feed complies with the 
requirements of § 510.510 of this chapter 
and the requirements of regulations in 
Part 558 of this chapter.

(b) Tests and methods of assay-—
(1) Proceed as directed in § 448.10a(b)
(1) of this chapter, except in lieu of 
paragraph (b) (1) (i) (b) of that section 
prepare the sample as follows:

(1) Place 2 grams of the sample in a 
150-milliliter beaker, add 5 milliliters of 
10 percent HC1 and stir 1 minute. Check 
pH with test paper. I f  pH is greater 
than 2 add more acid until pH 2 is 
reached. Add 45 milliliters of pyridine- 
buffer solution (mix 9 volumes pyridine 
and 31 volumes pH 6.0 buffer) and trans
fer the mixture to a centrifuge tube. 
Shake well for 5 minutes then centrifuge 
for 15 minutes at 2,000 r.p.m. Dilute an 
aliquot of the clear solution with enough 
pH 6.0 buffer to obtain an estimated con
centration of 0.20 unit per milliliter.

(ii) Prepare the following dilutions in 
0.1 JlfpH 6 buffer from the stock solution 
for the standard curve: 0.025, 0.05, 0.1, 
0.2, 0.4, and 0.8 unit per milliliter with 
0.2 unit per milliliter as the reference 
concentration. Also add 10 milliliters 
of agar to each petri dish instead of 21 
milliliters.
Its potency is satisfactory if  it contains 
not less than 85 percent of the number 
of grams of manganese bacitracin per 
pound that it is represented to contain.

(2) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.

(3) Manganese bacitracin used in 
making the batch— (i) Potency. Proceed 
as directed in § 448.13(b) (1) of this 
chapter.

(ii) Moisture. Proceed as directed in 
§ 440.80a (b) (5) (i) of this chapter.

(iii) Manganese content— (a) Re
agents.

Nitrlo acid (69.0 percent-71.0 percent) 
A.C.S.1

Sulfuric acid (95.0 percent-98 percent) 
A.C.S.

Phosphoric acid (85 percent) A.C.S.
Potassium periodate (99.8 percent).

(b) Manganese standard solution. 
Dissolve in a flask about 300 milligrams 
of potassium permanganate (A.C.S.) in

1 Am erican Chem ical Society.

100 milliliters of water and boil the solu
tion for about 15 minutes. Stopper the 
flask, allow it to stand for at least 2 days, 
and filter through asbestos. Standardize 
the solution as follows: Weigh accurately 
about 20 milligrams of sodium oxalate 
previously dried at 110° C. to constant 
weight, and dissolve it in 25 milliliters of 
water. Add 1 milliliter of sulfuric acid, 
heat to about 70° C., and slowly add the 
permanganate solution from a buret, 
with constant stirring until a pale-pink 
color is produced that persists for 15 
seconds. The temperature at the con
clusion of the titration should not be less 
than 60° C. Calculate the concentration 
of the manganese in the standard. Store 
it in a glass-stoppered, amber-colored 
bottle.

(c) Procedure. Accurately weigh 200 
milligrams to 300 milligrams of the 
sample into a 30-milliliter kjeldahl flask. 
Add 5 milliliters of nitric acid and 2 mil
liliters of sulfuric acid, and heat with a 
full flame, adding nitric acid dropwise 
as needed to prevent charring of sample 
until SO* fumes appear. Cool, dilute 
with water, and boil until SO* fumes re
appear. After cooling, dilute the sample 
to 50 milliliters. To a 5-milliliter aliquot 
add 3 milliliters of phosphoric acid, 3 
milliliters of sulfuric acid, 0.3 gram of 
potassium periodate and water to a vol
ume of 75 milliliters. Boil for 5 minutes 
and continue heating in a boiling water 
bath for an additional 30 minutes. 
When cool, dilute the sample to 100 milli
liters and determine the permanganate 
color on a spectrophotometer against a 
water blank at 525 millimicrons. The 
amount of manganese that is present can 
be determined by comparing the ab
sorbance to a standard curve prepared 
by pipetting 3.0-, 5.0-, 10.0-, and 15.0- 
milliliter aliquots of the manganese 
standard solution into separate 100- 
milliliter volumetric flasks. Add 3.0 
milliliters of phosphoric acid and 3.0 
milliliters of sulfuric acid to each, and 
dilute to mark, m  a suitable spectro
photometer, determine the absorbance 
of the solutions at 525 millimicrons, us
ing water as a blank.
§ 548.112 Bacitracin methylene di

salicylate Oral dosage forms.
§ 548.112a Soluble bacitracin methyl

ene disalicylate.
(a) Requirements for certification-—

(1) Standards of identity, strength, 
quality, and purity. Soluble bacitracin 
methylene disalicylate is a mixture of 
bacitracin methylene disalicylate, so
dium carbonate, and sodium bicarbonate, 
with or without suitable and harmless 
diluents. It  contains the equivalent of 
not less than 25 grams of the bacitracin 
master standard per pound. Its mois
ture content is not more than 8.5 percent. 
Its pH in an aqueous solution containing 
200 units per milliliter is not less than 8.5 
and not more than 9.5. The bacitracin 
methylene disalicylate used conforms to 
the requirements of § 539.310a(a) of this 
chapter. Each other substance used, if 
its name is recognized in the U.S.P. or 
N.P., conforms to the standards pre
scribed therefor by such official compen
dium.
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(2) Packaging; labeling; requests for 
certification, samples. Soluble bacitracin 
methylene disalicylate conforms to all 
requirements and procedures prescribed 
for bacitracin methylene disalicylate by 
§ 539.310a (b), (c), and (d) of this 
chapter, except that the person who re
quests certification of a batch shall sub
mit with his request (unless previously 
submitted) a sample consisting of five 
immediate containers, each containing 
approximately 5 grams, of the bacitracin 
methylene disalicylate used in making 
the batch.

(b) Tests and methods of assay—
(1) Potency. Proceed as directed in 
§ 448.10a(b) (1) (i) of this chapter, ex
cept in lieu of the directions for prepar
ing the sample in § 448.10a (b) (1) (i) (b) 
of this chapter, prepare the sample as 
follows: Place an accurately weighed 
sample of approximately 1 gram in a 
blending Jar, add 99 milliliters of an 
aqueous solution of 2 percent sodium bi
carbonate and 1 milliliter of polysorbate 
80 and blend for 3 minutes in a high
speed blender. Allow the foam to sub
side. Dilute a suitable aliquot with 1 
percent phosphate buffer to a concentra
tion of one unit per milliliter. Its po
tency is satisfactory if it contains not 
less than 85 percent of^the bacitracin 
activity per pound that it is represented 
to contain.

(2) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.

(3) pH. Proceed as directed in § 440.- 
80a(b) (5) (ii) of this chapter, using a 
solution containing 200 units per milli
liter.

(c) Conditions of marketing— (1) 
Specifications. Bacitracin methylene di
salicylate is the methylene disalicylate 
salt of the antibiotic substance produced 
by growth of Bacillus subtilis var. Tracy 
or the same antibiotic substance pro
duced by any other means and, for the 
purposes of this section, refers to baci
tracin methylene disalicylate or feed 
grade bacitracin methylene disalicylate.

(2) Sponsor. See No. 000794 in 
§ 510.600(c) of this chapter.

(3) Special considerations. Antibiotic 
activities authorized in paragraph (c) (5) 
of this section are expressed in terms of 
the weight of the appropriate antibiotic 
standard.

(4) Related tolerances. See § 556.70 of 
this chapter.

(5) Conditions of use. It  is used in 
drinking water as follows:

(i) Chickens— (a) Amount per gallon. 
100 to 200 milligrams.

(1) Indications for use. Prevention of 
chronic respiratory disease (air-sac in
fection) ; blue comb (nonspecific infec
tious enteritis).

(2) Limitations. Prepare a fresh solu
tion daily.

(b) Amount per gallon. 200 to 400 
milligrams.

(1) Indications for use. Treatment of 
chronic respiratory disease (air-sac in
fection) ; blue comb (nonspecific infec
tious enteritis).

(2) Limitations. Prepare a fresh solu
tion daily.

(ii) Svnne— (a) Amount per gallon. 
100 to 200 milligrams.
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( f  ) Indications for use. Aid in preven

tion of bacterial swine enteritis (scours).
(2) Limitations. Prepare a fresh solu

tion daily.
(b) Amount per gallon. 200 milligrams.
(1) Indications for use. Treatment of 

bacterial swine enteritis (scours).
(2) Limitations. Prepare a fresh solu

tion daily.
(iii) Turkeys— (a) Amount per gallon. 

100 to 200 milligrams.
(.1) Indications for use. Prevention of 

infectious sinusitis; blue comb (mud 
fever).

(2) Limitations. Prepare a fresh solu
tion daily.

(b) Amount per gallon. 200 to 400 
milligrams.

(1) Indications for use. Treatment of 
infectious sinusitis; blue comb (mud 
fever).

(2) Limitations. Prepare a fresh solu
tion daily.
§ 548.112b Tablets bacitracin methylene 

disalicylate and streptomycin sulfate 
oral.

(a) Requirements for certification. 
Tablets bacitracin methylene disalic
ylate and streptomycin sulfate oral 
are tablets that conform to all require
ments and are subject to all procedures 
prescribed by § 548.112d(a) for powder 
bacitracin methylene disalicylate and 
streptomycin sulfate oral, except that:

(1) Each tablet shall contain not less 
than 150 units of bacitracin activity and 
not less than 15 milligrams of streptomy
cin activity. Tablets not exceeding 15 
millimeters in diameter, or not intended 
only for preparing solutions, shall dis
integrate within 1 hour.

(2) In lieu of the directions for label
ing prescribed by § 548.112d(a) (3) (i) (b ), 
each package shall bear on the outside 
wrapper or container and thé immediate 
container the quantity of each antibiotic 
in each tablet.

(3) In lieu of the directions for sam
pling the batch as prescribed in § 548.- 
112d(a) (4) (iii) (a ) , the batch shall be 
sampled as follows:

(1) For potency and moisture: One 
tablet for each 5,000 tablets in the batch, 
but in no case less than 30 tablets, col
lected by taking single tablets through
out the entire time of tableting so that 
the quantities tableted during the inter
vals are approximately equal.

(ii) For disintegration-time studies: 6 
tablets.

(b) Tests and methods of assay— (1) 
Potency— (i) Bacitracin content. Use 
5 finely powdered tablets and proceed as 
directed in § 548.112d(b) (1) ( i ) . Its baci
tracin activity is satisfactory if it is not 
less than 85 percent of that which it is 
represented to contain.

(ii) Streptomycin content. Proceed as 
directed in § 544.173a(b) (1) (i) of this 
chapter. Its streptomycin activity is sat
isfactory if it is not less than 85 percent 
of that which it is represented to con
tain.

(2) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.

(3) Disintegration time. Proceed as 
directed in § 440.180a(b) (3) of this chap
ter.
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§ 548.112c Capsules bacitracin meth
ylene disalicylate and streptomycin 
sulfate oral.

(a) Requirements for certification. 
Capsules bacitracin methylene disalic
ylate and streptomycin sulfate oral are 
capsules that conform to all requirements 
and are subject to all procedures pre
scribed by § 548.112b (a) for tablets bac
itracin methylene disalicylate and strep
tomycin sulfate oral.

(b) Tests and Methods of assay—
(1) Potency— (i) Bacitracin content. 
Using a representative number of cap
sules (usually five) in a blending jar, 
proceed as directed in § 548.112d(b) (1) 
( i ) . Its bacitracin content is satisfactory 
if it contains not less than 85 percent of 
that which it is represented to contain.

(ii) Streptomycin content. Using the 
contents of a representative number of 
capsules (usually s ix ), proceed as di
rected in § 444.70a(b) (1) (i) through
(ix ), of this chapter, and use 0.1 M  po
tassium phosphate buffer, pH 8.0, for 
preparing the sample instead of sterile 
distilled water as directed in § 444.70a
(b ) ( l ) ( v ) .  Its content of streptomycin 
is satisfactory if it contains not less than 
85 percent of that which it is represented 
to contain.

(2) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.
§ 548.112d Powder bacitracin methyl

ene disalicylate and streptomycin 
sulfate oral.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality, and purity. Powder bacitracin 
methylene disalicylate and streptomycin 
sulfate oral is a mixture of bacitracin 
methylene disalicylate and streptomy
cin sulfate oral, with or without one or 
more suitable and harmless adsorbent 
ingredients, diluents, colorings, and fla
vorings. Each gram contains not less 
than 200 units of bacitracin activity and 
not less than 20 milligrams of strepto
mycin activity. Its moisture content is 
not more than 7.5 percent. The bacitra
cin methylene disalicylate used conforms 
to the requirements prescribed by 
§ 539.310(a) (1) of this chapter. The 
streptomycin sulfate oral used conforms 
to the standards prescribed by § 539.- 
170(a)(1) of this chapter. Each other 
ingredient used, if  its name is recognized 
in the U.S.P. or N.F., conforms to the 
standards prescribed therefor by such 
official compendium—

(2) Packaging. In all cases the im
mediate containers shall be tight con
tainers as defined by the U. S. P. and 
shall be of such composition that they 
will not cause any change in the 
strength, quality, or purity of the con
tents beyond any limit therefor in appli
cable standards, except that minor 
changes so caused that are normal and 
unavoidable in good packaging, storage, 
and distribution practice shall be dis
regarded.

(3) Labeling. Each package shall 
bear on its label or labeling, as herein
after indicated, the following:

(i) On the outside wrapper or con
tainer and the immediate container:
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(a) The batch mark.
(b) The number of units of bacitracin 

activity and the number of milligrams of 
streptomycin activity per gram and the 
total number of grams in the immediate 
container.

(c) The statement “Expiration date
---------- ” , the blank being filled in with
the date which is 24 months after the 
month during which the batch was cer
tified, except that the blank may be filled 
in with the date that is 36 months, 48 
months, or 60 months after the month 
during which the batch was certified if 
the person who requests certification has 
submitted to the Commissioner results 
of tests and assays showing that after 
having been stored for such period of 
time such drug as prepared by him 
complies with the standards prescribed 
by paragraph (a )(1 ) of this section.

(d) The statement “For oral veteri
nary use only” .

(e) The statement, “Warning: Not for 
use in animals which are raised for food 
production” .

(/) I f  it contains adsorbent ingredi
ents, the name of each.

(ii) On the circular or other labeling 
within or attached to the package, ade
quate directions and warnings for the 
veterinary use of such drug by the laity. 
Such circular or other labeling may also 
bear a statement that a brochure or 
other printed matter containing infor
mation for other veterinary uses of such 
drug by a veterinarian licensed by law 
to administer it will be sent to such 
veterinarian on request.

(4) Request for certification; sam
ples. (i) In addition-to complying with 
the requirements of § 514.50 of this 
chapter, a person who requests cer
tification of a batch shall submit 
with his request a statement show
ing the batch mark, the number of 
packages of each size in such batch, the 
batch marks and (unless they were pre
viously submitted) the dates on which 
the latest assays of the bacitracin 
methylene disalicylate and streptomycin 
sulfate oral used in making such batch 
were completed, the quantity of each 
ingredient used in making the batch, 
the date on which the latest assay of 
the drug comprising such batch was 
completed, and a statement that each 
other ingredient used conforms to the 
requirements prescribed therefor by this 
section.

(ii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section, 
such person shall submit in connection 
with his request results of the tests and 
assays listed after each of the following, 
made by him on an accurately repre
sentative sample of:

(a) The batch; units of bacitracin ac
tivity per gram, milligram of strepto
mycin activity per gram, and moisture

(b) The bacitracin methylene disali
cylate and the streptomycin sulfate ora] 
veterinary used in making the batch; 
potency, toxicity, moisture, and pH.

(iii) Except as otherwise provided by 
paragraph (a) (4) (iv) of this section 
such person shall submit in connection 
with his request, in the quantities here-
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inafter indicated, accurately represent
ative samples of the following:

(a) The batch; 1 immediate container 
for each 5,000 immediate containers hi 
the batch, but in no case less than 6 
immediate containers, unless each such 
container is packaged to contain more 
than 30 grams, in which case the sample 
shall consist of 30 grams for each 5,000 
immediate containers in the batch, but 
in no case less than six 30-gram portions. 
Such samples shall be collected by taking 
single immediate containers or 30-gram 
portions at such intervals throughout the 
entire time of packaging the batch that 
the quantities packaged during the in
tervals are approximately equal.

(b) The bacitracin methylene disalic
ylate used in making the batch; 5 
packages containing approximately equal 
portions of not less than 5 grams each, 
packaged in accordance with the re
quirements of § 539.310(a) (2) of this 
chapter.

(c) The streptomycin sulfate oral 
veterinary used in making the batch; 
5 packages containing approximately 
equal portions of not less than 1.0 gram 
each, packaged in accordance with the 
requirements of § 539.170(a) (2) of this 
chapter.

(d) In case of an initial request for 
certification, the other ingredient used 
in making the batch; 1 package of each 
containing approximately 5 grams.

(iv) No result referred to in paragraph
(a) (4) (ii) (b) of this section, and no 
sample referred to in paragraph (a) (4) 
(iii) (b) and (c) of this section, is re
quired if such result or sample has been 
previously submitted.

(b) Tests and methods of assay.
(1) Potency— (i) Bacitracin content. 
Proceed as directed in § 448.10a(b) (1)
(i) of this chapter, except paragraph
(b) (1) (i) (b) and (c ) of that section. In 
lieu of the directions in § 448.10a(b) (1)
(i) of this chapter, prepare the sample 
as follows: Place an accurately weighed 
sample of approximately 5 grams in a 
blending jar. Add sufficient dimethyl- 
formamide so that when the sample is 
diluted to its reference point the concen
tration of dimethylformamide in the final 
blank is no greater than 20 percent. 
Blend for 3 to 5 minutes. Filter through 
filter paper immediately. Remove an 
aliquot of the filtrate at once and dilute 
to 1 unit per milliliter with 1.0 percent 
phosphate buffer, pH 6.0. Add sufficient 
dimethylformamide to the working solu
tion of the standard so that the concen
tration of dimethylformamide is the 
same as that in the sample being tested. 
In lieu of the directions in § 448.10a(b)
(1) (i) (c) of this chapter, use one of the 
test organisms described in § 436.505(a)
(2) (ii) of this chapter.

Note: Pyridine may be substituted for di
methylformamide in the procedure described 
in paragraph (b ) (1) ( i ) .

Its potency is satisfactory if it contains 
riot less than 85 percent of the units 
of bacitracin activity that it is repre
sented to contain.

(ii) Streptomycin content. Proceed as 
directed in § 444.70a(b) (1) of this chap
ter. Its content of streptomycin is satis

factory if it contains less than 85 percent 
of the number of milligrams of strepto
mycin activity per gram that it is repre
sented to contain.

(2) Moisture. Using a 1.0-gram sam
ple, proceed as directed in § 440.80a(b)
(5) (i) of this chapter.
§ 548.113 Crude, unrefined, feed grade 

bacitracin/zinc bacitracin powder 
oral.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality, and purity. Feed grade bacitra
cin powder oral is bacitracin with or 
without one or more essential vitamins 
and mineral substances for nutritive 
purposes and with or without one or 
more suitable and harmless diluents. 
Feed grade zinc bacitracin powder oral 
is a mixture of zinc bacitracin and zinc 
proteinates, with or without one or more 
essential vitamins and mineral sub
stances for nutritive purposes and with 
or without one or more suitable and 
harmless diluents. They contain the 
equivalent of not less than 2.5 grams of 
the bacitracin master standard per 
pound, except that if it- is zinc bacitracin 
powder it contains the equivalent of not 
less than 5 grams of the bacitracin mas
ter standard per pound. Their moisture 
content is not more than 5 percent. The 
bacitracin used in making the batch has 
a potency of not less than 5 units per 
milligram, and its moisture content is 
not more than 5 percent. The zinc baci
tracin used in making the batch has a 
potency of not less than 2 units per milli
gram, not more than 2 grams of zinc for 
each gram of bacitracin, and its moisture 
content is not more than 6 percent. 
Each other substance used, if its name is 
recognized in the U.S.P. or N. F., con
forms to the standards prescribed there
for by such official compendium.

(2) Labeling—Each package shall 
bear on its label or labeling, as herein
after indicated, the following:

(i) On the outside wrapper or con
tainer and the immediate container :

(a) The batch mark.
(b) The number of grams of bacitra

cin activity per pound, and the weight of 
the drug in the immediate container.

(c) The statement “Expiration date
-------------- _” , the blank being filled in
with the date that is 18 months after the 
month during which the batch was certi
fied, except that an expiration date of 24 
months or 36 months may be used if the 
manufacturer has submitted to the Com
missioner results of tests and essays 
showing that, after having been stored 
for such period of time, such drug as pre
pared by him complies with the stand
ards prescribed by paragraph (a )(1 ) of 
this section.

(d) The statement “For oral veteri
nary use only” .

(e) I f  it is intended for use in animals 
raised for food production, it shall be 
labeled in accordance with the require
ments of paragraph (c) of this section, 
and Part 558 of this chapter.

(ii) On the circular or other labeling 
within or attached to the package, ade
quate directions and warnings for the 
veterinary use of such drug by the. laity.
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(3) Request for certification; samples. 
(i) In addition to complying with the 
requirements of § 514.50 of this chapter, 
a person who requests certification of a 
batch shall submit with his request a 
statement showing the batch mark, the 
number of packages of each size in such 
batch, the batch mark and (unless it was 
previously submitted) the date on which 
the latest assay of the bacitracin used in 
making such batch was completed, the 
quantity of each ingredient used in mak
ing the batch, the date on which the 
latest assay of the drug comprising such 
batch was completed, and a statement 
that each other ingredient used conforms 
to the requirements prescribed therefor, 
by this section.

(ii) Except as otherwise provided by 
paragraph (a) (3) (iv) of this section, 
such person shall submit, in connection 
with his request, results of the tests and 
assays listed after each of the following, 
made by him on an accurately repre
sentative sample o f:

(a) The batch: Grams of bacitracin 
per pound and moisture..

(b) The bacitracin used in making the 
batch: Potency, moisture, and zinc con
tent, if the bacitracin used is zinc baci
tracin.

(iii) Except as otherwise provided by 
paragraph (a) (3) (iv) of this section, 
such person shall submit in connection 
with his request, in the quantities here
inafter indicated, accurately representa
tive samples of the following:

(a) The batch: 1 immediate container 
for each 5,000 immediate containers in 
the batch, but in no case less than 6 im
mediate containers, unless each such 
container is packaged to contain more 
than 30 grams, in which case the sample 
shall consist of 30 grams of each 5,000 
immediate containers in the batch, but in 
no case less than six 30-gram portions or 
more than twelve 30-gram portions. 
Such samples shall be collected by taking 
single immediate containers of 30-gram 
portions at such intervals throughout the 
erttire time of packaging the batch that 
the quantities packaged during the inter
vals are approximately equal.

(b) The bacitracin used in making the 
batclu Three packages consisting of a 
composite of 6 portions of approximately 
500 milligrams each taken at random 
from different locations in the batch, 
packaged in accordance with the require
ments of § 510.45 of this chapter.

(c) In case of an initial request for 
certification, each other substance used 
in making the batch: 1 package of each 
containing approximately 5 grams.

(iv) No result referred to in paragraph 
(a) (3) (ii) (b) of this section, and no 
sample referred to in paragraph (a )(3 ) 
(iii) (b) of this section, is required if 
such result or sample has been previously 
submitted.

(b) Tests and methods of assay— (1) 
Feed grade bacitracin or zinc bacitracin 
powder oral— ( i) Potency. Proceed as di
rected in § 548.110(b)(1), except if it is 
feed grade zinc bacitracin powder oral 
proceed as directed in § 448.13(b) (1) of 
this chapter. Their potency is satisfac
tory if they contain not less than 85 per-
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cent of the number of grams of baci
tracin or zinc bacitracin per pound that 
they are represented to contain.

(ii) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.

(2) Bacitracin or zinc bacitracin used 
in making the batch— (i) Potency. 
Proceed as directed in § 448.10a(b) (1) 
of this chapter, except if it is zinc baci
tracin proceed as directed in § 448.13(b) 
(1) of this chapter.
- (ii) Zinc content (.if zinc bacitracin is 
used). Proceed as directed in § 448.13(b)
(5) of this chapter.

(iii) Moisture. Proceed as directed in 
§ 440.80a(b) (5) (i) of this chapter.

(c) Conditions of marketing. I f  it is 
feed grade bacitracin powder, its condi
tions of marketing are described in 
§ 548.110(c). I f  it is feed grade zinc 
bacitracin powder, oral, its conditions of 
marketing are described in § 548.114(c).
§ 548.114 Zinc bacitracin oral.
, (a) Requirements for certification. 

The requirements 'for certification for 
zinc bacitracin oral are described under 
§ 548.113(a).

(b) Tests and methods of assay. The 
tests and methods of assay for zinc 
bacitracin oral are described under 
§ 548.113(b).

(c) Conditions of marketing— (1) 
Specifications. Zinc bacitracin is the zinc 
salt of the antibiotic substance produced 
by growth of Bacillus subtilis var. Tracy 
or the same antibiotic substance pro
duced by any other means, and for the 
purposes of this section refers to zinc 
bacitracin or feed grade zinc bacitracin.

(2) Sponsor. See No. 012769 in § 510.- 
600(c) of this chapter.

(3) Special considerations. Quantities 
of zinc bacitracin expressed in paragraph
(c) (5) of this section refer to the weight 
of an appropriate antibiotic standard.

(4) Related tolerances. See § 556.70 of 
this chapter.

(5) Conditions of use. It is used in 
drinking water as follows:

(i) Chickens— (a) Amount per gallbn. 
100 to 200 milligrams.

(1) Indications for use. Prevention of 
chronic respiratory disease (air-sac in
fection) ; blue comb (nonspecific infec
tious enteritis).

(2) Ifimitations. Prepare a fresh solu
tion daily.

(b) Amount per gallon. 200 to 1,000 
milligrams.

(1) Indications for use. Treatment of 
chronic respiratory disease (air-sac in
fection) ; blue comb (nonspecific infec
tious enteritis).

(2) Limitations. Prepare a fresh solu
tion daily.

(ii) Swine— (a) Amount per gallon. 
100 to 200 milligrams.

(1) Indications for use. Aid in preven
tion of bacterial swine enteritis (scours).

(2) Limitations. Prepare a fresh solu
tion daily.

(b) Amount per gallon. 200 milligrams.
(1) Indications for use. Treatment of 

bacterial swine enteritis (scours) .
(2.) Limitations. Prepare a fresh solu

tion daily.
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(iii) Turkeys— (a) Amount per gallon. 

100 to 200 milligrams.
(1) Indications for use. Prevention of 

infectious sinusitis; blue comb (mud 
fever).

(2) Limitations. Prepare a fresh solu
tion daily.

(b) Amount per gallon. 200 to 1,000 
milligrams.

(1) Indications for use. Treatment of 
infectious sinusitis; blue comb (mud 
fever).

(2) Limitations. Prepare a fresh solu
tion daily.

Subpart B— Implantation or Injectable 
Dosage Forms

§ 548.212 Bacitracin methylene disa
licylate tables; bacitracin/zinc baci
tracin implantation pellets.

(a) Requirements for certification. 
The requirements for certification for 
bacitracin methylene disalicylate tablets; 
bacitracin implantation pellets; zinc bac
itracin implantation pellets are de
scribed under § 448.110a of this chapter, 
with the following exceptions:

(1) Standards of identity, strength, 
quality, and purity: The bacitracin 
methylene used conforms to the stand
ards of § 539.310(a) (1) of this chapter.

(2) Labeling: When it is packaged for 
dispensing and intended solely for vet
erinary use, its label and labeling shall 
comply with all the requirements pre
scribed by § 448.110a(a) (3) of this chap
ter, except that in lieu of the statement, 
“Caution: Federal law prohibits dispens
ing without prescription”, each package 
shall include information containing di
rections and warnings adequate for the 
veterinary use of the drug by the laity 
and the statement, “Warning—Not for 
use in animals which are raised for food 
production.”

(3) Request for certification; samples: 
As prescribed in § 448.110a(a) (4) (iii) of 
this chapter, a person shall submit with 
his request accurately representative 
samples of the bacitracin methylene di
salicylate used in making the batch; 5 
packages containing approximately 
equal portions of not less than 5 grams 
each, packaged in accordance with the 
requirements of § 539.310(a) (2) of this 
chapter.

(b) Tests and methods of assay. The 
tests and methods of assay for baci
tracin methylene disalicylate tablets are 
described under § 448.110a of this chap
ter, except for the potency test described 
in § 448.110a(b) (1) of this, chapter, use 
99 milliliters of an aqueous solution of
2-percent sodium bicarbonate and 1 
milliliter of polysorbate 80. For the dis
integration time as described in § 448.- 
110a(b) (3) of this chapter, proceed as 
directed in § 540.173b(b) (3) of this 
chapter.

Subpart C— Ophthalmic and Topical 
Dosage Forms

§ 548.310 Bacitracin ophthalmic and 
topical dosage forms.

§ 548.310a Bacitracin ophthalmic.
(a ) Requirements for certification— 

(1) The requirements for certification for
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bacitracin ophthalmic are described un
der § 448.310a(a) of this chapter.

(2) When it is packaged for dispens
ing and intended solely for veterinary 
use, its label and labeling shall comply 
with all requirements prescribed by 
§ 448.310a(a) (3) of this chapter, except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing without 
prescription”, each package shall include 
information containing directions and 
warnings adequate for the veterinary 
use of the drug by the laity.

(b) Tests and methods of assay. The 
tests and methods of assay for bacitracin 
ophthalmic are described under § 448.- 
310a(b) of this chapter.
§ 548.310b Bacitracin - polymyxin - neo

mycin ointment.
(a) Requirements for certification. 

The requirements for certification for 
bacitracin - polymyxin - neomycin oint
ment are described under § 448.510e (a) 
of this chapter.

(b) Tests and methods of assay. The 
tests and methods of assay for baci
tracin - polymyxin - neomycin ointment 
are described under § 448„510e(b) of this 
chapter.
§ 548.313 Bacitracin/z i n c bacitracin 

ophthalmic and topical dosage forms.
§ 548.313a Bacitracin/zinc bacitracin- 

neomycin-polymyxin powder topical.
(a) Requirements for certification—  

(1) The requirements for certification for 
bacitracin-neomycin-polymyxin powder 
topical; zinc bacitracin-neomycin-poly
myxin powder topical are described un
der § 448.510f (a) of this chapter.

(2) When it is packaged for dispens
ing and intended solely for veterinary 
use, its label and labeling shall comply 
with all the requirements prescribed by 
§ 448.510f(a) (3) of this chapter, except 
that in lieu of the statement “Caution: 
Federal law prohibits dispensing with
out prescription” , each package shall 
include information containing direc
tions and warnings adequate for the vet
erinary use" of the drug by the laity.

(b) Tests and methods of assay. The 
tests and methods of assay for bacitra
cin-neomycin-polymyxin powder topi
cal; zinc bacitracin-neomycin-polymyxin 
powder topical are described under 
§ 448.510f(b) of this chapter.
§ 548.313b Bacitracin/z i~n c bacitracin 

ointment.
(a) Requirements for certification. 

The requirements for certification for 
bacitracin ointment and zinc bacitracin 
ointment are described under § 448.510a 
(a) of this chapter, with the following 
exceptions :

(1) Standards of identity, strength, 
quality, and purity. When it is conspicu
ously labeled for veterinary use, it may 
contain one or mpre suitable antifungal 
agents or rotenone.

(2) Labeling, (i) It is packaged for 
dispensing; it contains cortisone or a 
suitable derivative of cortisone; and it is 
intended solely for veterinary use: Its 
label and labeling shall comply with the
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requirements of § 201.105 of this chap
ter (regulations issued under section 502
( f ) of the act) and with the requirements 
of § 448.510a(a) (3) of this chapter.

(ii) It is packaged for dispensing, it 
does not contain cortisone or a deriva
tive of cortisone and it is intended solely 
for veterinary use: Its label and label
ing shall comply with the requirements 
of paragraph (b) (1) of this section ex
cept that in lieu of the statement “Cau
tion: Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian” each package shall include 
information containing directions and 
warnings adequate for the veterinary use 
of the drug by the laity except that drugs 
complying with § 548.314a shall bear 
the statement “Caution: Federal law re
stricts this drug to use by or on the order 
of a licensed veterinarian” .

(b) Tests and methods of assay. The 
tests and methods of assay for bacitracin 
ointment and zinc bacitracin ointment 
are described under § 448.510a(b) of this 
chapter.
§ 548.314 Zinc bacitracin ophthalmic 

and topical dosage forms.
§ 548.314a Zinc bacitracin, polymyxin 

B sulfate, neomycin sulfate ophthal
mic ointment.

(a) Specifications. The drug conforms 
to the provisions of § 448.510e of this 
chapter.

(b) Sponsor. To firm(s) as sponsor(s) 
and identified by drug listing numbers 
in § 510.600(c) of this chapter, approvals 
of drugs as specified:

(1) To 000009: approval of a drug 
which contains in each gram 500 units of 
bacitracin, 3.5 milligrams of neomycin 
base, and 5,000 units of polymyxin B.

(2) To 010616: approval of a drug 
which contains in each gram 400 units 
of zinc bacitracin, 3.5 milligrams of 
neomycin base, and 5,000 units of poly
myxin B.

(c) Conditions of use. (1) The drug is 
used in the treatment of superficial bac
terial infections of the eyelid and con
junctiva of dogs and cats when due to 
organisms susceptible to the antibiotics 
contained in the ointment.

(2) Apply a thin film over the cornea 
3 or 4 times daily. Laboratory tests should 
be conducted including in-vitro culturing 
and susceptibility tests on sample col
lected from animals prior to treatment 
with the drug.

(3) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 548.314b Zinc bacitracin, polymyxin 

B sulfate, neomycin sulfate, hydro
cortisone acetate, ophthalmic oint
ment.

(a) Requirements for certification. The 
requirements for certification for zinc 
bacitracin, polymyxin B sulfate, neomy
cin sulfate, hydrocortisone acetate, 
ophthalmic ointment are described under 
§ 448.510e(a) of this chapter.

(b) Tests and methods of assay. The 
tests and methods of assay for zinc 
bacitracin, polymyxin B sulfate, neomy
cin sulfate, hydrocortisone acetate, oph

thalmic ointment are described under 
§ 448.510e(b) of this chapter.

(cv) Conditions of marketing— (1) 
Specifications. The drug conforms to 
the specification requirements in § 448.- 
510e(a) of this chapter and is subject to 
the tests and methods of assay prescribed 
in § 548.310b of this chapter. Each 
gram of the drug contains the following 
active ingredients: 400 units of zinc baci
tracin, 5,000 units of polymyxin B sul
fate, 5 milligrams of neomycin sulfate 
(equivalent to 3.5 mg of neomycin 
base), and 10 milligrams of hydrocorti
sone acetate.

(2) Sponsor. See No. 010616 in § 510.- 
600(c) of this chapter.

(3) Conditions of use— (i) The drug is 
administered to dogs and cats for treat
ing acute or chronic conjunctivitis caused 
by organisms susceptible to the anti
biotics contained in this ointment.

(ii) Apply a thin film over the cornea 
three or four times daily.

(iii) All topical ophthalmic prepara
tions containing corticosteroids with or 
without an antimicrobial agent are con
traindicated in the initial treatment.of 
corneal ulcers. They should not be used 
until the infection is under control and 
corneal regeneration is well underway.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

PART 555— CHLORAMPHENICOL 
DRUGS FOR ANIMAL USE
Subpart A— Oral Dosage Forms

Sec.
555.110 Chloramphenicol oral dosage forms. 
555.110a Chloramphenicol tablets.
555.110b Chloramphenicol capsules.
555.110c Chloramphenicol oral solution.
Subpart B— Implantation or Injectable Dosage 

Forms
555.210 Chloramphenicol injection.
Subpart C— Ophthalmic and Topical Dosage 

Forms
555.310 Chloramphenicol ophthalmic and 

topical dosage forms.
555.310a Chloramphenicol ophthalmic. 
555.310b Chloramphenicol topical.
555.310c Chloramphenicol ophthalmic oint

ment.
555.310d Chloramphenicol ophthalmic solu

tion.
555.310e Chloramphenicol - prednisolone - 

tetracaine-squalane topical sus
pension.

555.310f Chloramphenicol-prednisolone oph
thalmic ointment.

555.310g Fibrinolysin and desoxyribonucle- 
ase, combined (bovine) with 
chloramphenicol ointment.

Subpart D— Otic Dosage Forms 
555.410 Chloramphenicol otic.

Authority : Secs. 507, 512, 59 Stat. 463 as 
amended, 82 Stat. 343-351 (21 TJ.S.C. 357, 
360b).

Subpart A— Oral Dosage Forms
§ 555.110 Chloramphenicol oral dosage 

forms.
§ 555.110a Chloramphenicol tablets.

(a) Requirements for certification—
(1) Standards of identity, strength, 
quality, and purity. Chloramphenicol 
tablets are composed of chlorampheni-
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col with or without one or more suitable 
diluents, lubricants, binders, colorings 
and coating substances. Each tablet con
tains 100 milligrams of chloramphenicol. 
Its potency is satisfactory if it is not 
less than 90 percent and not more than 
120 percent of the number of milligrams 
of chloramphenicol that it is represented 
to contain. Tablets shall disintegrate 
within 1 hour. The chloramphenicol used 
conforms to the standards prescribed by 
§ 455.10(a) (1) of this chapter.

(2) Labeling. It  shall be labeled in 
accordance with the requirements of 
paragraph (c) of this section and 
§ 510.55 Of this chapter.

(3) Requests for certification; sam
ples. In addition to complying with the 
requirements of § 514.50 of this chapter, 
each such request shall contain:

(i) Results of tests and assays on:
(a) The chloramphenicol used in 

making the batch for potency, safety, 
pH, specific rotation, melting range, ab
sorptivity, and crystallinity.

(b) The batch for potency and disin
tegration time.

(ii) Samples required.
(a ) The chloramphenicol used in 

making the batch: 10 packages each 
containing approximately 300 milli
grams.

(b) The batch: A minimum of 30 
tablets.

(b) Tests and methods of assay— (1) 
Potency. Use either of the following 
methods: however, the results obtained 
from the microbiological turbidimetric 
assay shall be conclusive.

(i) Microbiological turbidimetric as
say. Proceed as directed in § 436.106 of 
this chapter, preparing the sample for 
assay as follows: Place a representative 
number of tablets into a high-speed glass 
blender jar containing 100 milliliters of 
95 percent ethyl alcohol. Blend for 2 
minutes. Add 400 milliliters of 1 percent 
potassium phosphate buffer, pH 6.0 (so
lution 1), and blend again for 2 min
utes. Remove an aliquot and further 
dilute with solution 1 to the reference 
concentration of 2.5 micrograms of 
chloramphenicol per milliliter (esti
mated) .

(ii) Spectrophotometric ass ay— (a) 
Preparation of working standard solu
tion. Dissolve approximately 50 milli
grams of the working standard in 100 
milliliters of distilled water. Warm if 
necessary to hasten dissolution. Transfer 
10 milliliters into a 250-milliliter volu
metric flask and fill to volume with dis
tilled water.

(b) Procedure. Weigh accurately a 
counted number of not less than 10 tab
lets and determine the average weight 
per tablet. Reduce 10 tablets to a fine 
powder in a mortar and transfer an 
amount of powder containing 500 milli
grams (estimated) of chloramphenicol 
to a 1,000-milliliter glass-stoppered volu
metric flask. Add 50 milliliters o f re
distilled methanol to the flask and shake 
for at least 1 minute. Pill to volume with 
distilled water and mix thoroughly. 
Transfer exactly 10 milliliters of this 
solution into a 250-milliliter glass-stop

pered volumetric flask. Pill to volume 
with distilled water and mix thoroughly. 
Determine the absorbance of this solu
tion on a suitable spectrophotometer in

(2) Disintegration timeu  Proceed as 
directed in § 436.212 of this chapter.

(c) Conditions of marketing— (1) 
Specifications. Chloramphenicol tablets 
contain 100 milligrams of chlorampheni
col and conform to the certification re
quirements of paragraph (a) of this 
section.

(2) Sponsor. See No. 017030 in 
§ 510.600(c) of this chapter.

(3) Conditions of use. (i) The drug 
is administered to dogs for oral treat
ment of bacterial pulmonary infections, 
bacterial infections of the urinary tract, 
bacterial enteritis, and bacterial infec
tions associated with canine distemper 
caused by susceptible organisms.

(ii) The drug is administered at 25 
milligrams per pound of body weight 
every 6 hours.

(iii) Laboratory tests should be con
ducted including in-vitro culturing and 
susceptibility tests on samples collected 
prior to treatment. I f  no response to 
chloramphenicol therapy is obtained in 
3 to 5 days, discontinue its use and re
view diagnosis.

(iv) The label bears a statement that 
the product is not to be used in animals 
which are raised for food production.

(v) Chloramphenicol products must 
not be used in meat, egg, or milk-pro
ducing animals. The length of time that 
residues persist in milk or tissues has not 
been determined. Because of potential 
antagonism, chloramphenicol should 
not be administered simultaneously with 
penicillin or streptomycin.

(vi) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 555.110b Chloramphenicol capsules.

(a) Requirements for certification—
(1) Standards of identity, strength, qual
ity, and purity. Chloramphenicol cap
sules are composed of chloramphenicol 
with or without one or more suitable 
diluents and lubricants. Each capsule 
contains 50, 100, 250, or 500 milligrams 
of chloramphenicol. Its potency is satis
factory if it is not less than 90 percent 
and not more than 120 percent of the 
number of milligrams of chlorampheni
col that it is represented to contain. The 
chloramphenicol used conforms to the 
standards prescribed by § 455.10(a) (1) 
of this chapter.

(2) Labeling. In addition to the label
ing requirements of paragraph (c) of 
this section and § 510.55 of this chapter, 
its label and labeling shall bear the 
statement, “Warning: Not for use in ani
mals which are raised for food produc
tion” .

a 1-centimeter quartz cell at 278 nanom
eters against a blank of distilled water. 
Calculate the potency of the sample as 
follows:

(3) Requests for certification; samples. 
In addition to complying with the re
quirements of § 514.50 of this chapter, 
each such request shall contain:

(1) Results of tests and assays on:
(a) The chloramphenicol used in mak

ing the batch for potency, safety, pH, 
specific rotation, melting range, absorp
tivity, and crystallinity.

(b) The batch for potency.
(ii) Samples required:
(a) The chloramphenicol used in mak

ing the batch: 10 packages, each con
taining approximately 300 milligrams.

(b) The batch: A minimum of 30 cap
sules.

(b) Tests and methods of assay; po
tency. Proceed as directed in § 455.110(b) 
of this chapter.

(c) Conditions of marketing— (1) 
Specifications. Chloramphenicol cap
sules contain 50, 100, 250, and 500 milli
grams of chloramphenicol and conform 
to the certification requirements of para
graph (a) of this section.

(2) Sponsor, (i) For chlorampheni
col capsules containing 50, 100, 250 and 
500 milligrams chloramphenicol see 
JNos. 000071, 000196, 000172 and 000345 
in § 510.600(c) of this chapter.

(ii) For chloramphenicol capsules con
taining 100 and 250 milligrams of chlor
amphenicol see No. 000022 in § 510.600
(c) of this chapter.

(iiiX [Reserved!
(3) Conditions of use. (i) The drug is 

administered to dogs for oral treatment 
of bacterial pulmonary infections, bac
terial infections of the urinary tract, bac
terial enteritis, and bacterial infections 
associated with canine distemper caused 
by susceptible organisms.

(ii) The drug is administered at 25 
milligrams per pound of body weight 
every 6 hours.

(iii) Laboratory tests should be con
ducted including in-vitro culturing and 
susceptibility tests on samples collected 
prior to treatment.

(iv) This product must not be used in 
meat, egg, or milk producing animals. 
Ih e  length of time that residues persist 
in milk or tissues has not been deter
mined.

(v) For use by or on the order of a 
licensed veterinarian.
§ 555.110c Chloramphenicol oral solu

tion.
(a) Requirements for certification—

(1) Standards of identity, strength, qual
ity, and purity. Chloramphenicol oral 
solution is a solution containing chlor
amphenicol and one or more suitable and

Milligrams of chloramphenicol per tablet=
Absorbance Concentration of Potency of Average tablet
of sample y  working standard X working standard X 25,000 X ___________________
solution solution (mg/ml) (mcg/mg) weight (mg/tab)

Absorbance of working Weight of _ _  
standard solution x sample (mg) *  1000
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harmless buffers and preservatives in a 
suitable and harmless solvent. Each 
milliliter contains 100 milligrams of 
chloramphenicol. The chloramphenicol 
content is satisfactory if it is not less 
than 90 percent and not more than 120 
percent of the number of milligrams of 
chloramphenicol that it is represented 
to contain. The pH is not less than 6.5 
and not more than 8.5. The chloram
phenicol used conforms to the standards 
prescribed in § 455.10(a) (1) of this 
chapter.

(2) Packaging. It  shall be packaged 
in accordance with the requirements of 
§ 510.45 of this chapter.

(3) Labeling. It shall be labeled in 
accordance with the requirements of 
paragraph (c) of this section and § 510.- 
55 of this chapter.

(4) Requests for certification; sam
ples. In addition to the requirements of 
§ 514.50 of this chapter, each such re
quest shall contain: .

(1) Results of tests and assays on:
(a) The chloramphenicol used in mak

ing the batch for potency, safety, pH, 
specific rotation, melting point, absorp
tivity, and crystallinity.

(b) The batch for potency and pH.
(ii) Samples required:
(a) The chloramphenicol used in mak

ing the batch: 10 packages, each con
taining approximately 300 milligrams.

(b) The batch: A minimum of 6 im
mediate containers.

(b) Tests and methods of assay— (1) 
Potency. Proceed as directed in § 436.106 
of this chapter, preparing the sample 
for assay as follows: Transfer an ac
curately measured portion of the sample 
into a volumetric flask and dilute to 
volume with 1 percent potassium phos
phate buffer, pH 6.0, (solution 1). Further 
dilute with solution #1 to the reference 
concentration of 2.5 micrograms of 
chloramphenicol per milliliter (esti
mated) .

(2) pH. Proceed as directed in § 436.- 
202 of this chapter, diluting the sample 
with an equal volume of distilled water.

(c) Conditions of marketing— (1) 
Specifications and special considerations. 
The product complies with the require
ments of paragraph (a) of this section.

(2) Sponsor. See Nos. 010271 and 
011757 in § 510.600(c) o f this chapter.

(3) Conditions of use. (i) It is used 
in dogs for the treatment of infections 
of the respiratory tract, the urinary tract, 
and enteritis and tonsillitis caused by 
organisms susceptible to chlorampheni
col.

(ii) It is administered orally to dogs 
at a dosage level of 25 milligrams per 
pound of body weight every 6 hours. In 
severe infections, 4 to 6 hour treatment 
intervals may be desirable the first day 
of treatment. I f  no response is obtained 
in 3 to 5 days, discontinue use of the 
drug and review the diagnosis.

(iii) The label bears a statement that 
this produce is not to be used in animals 
which are raised for food production.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian. *

RULES AND REGULATIONS

Subpart B— Implantation or Injectable 
Dosage Forms

§ 555.210 Chloramphenicol injection.
(a) Requirements for certification—

(1) Standards of identity, strength, qual
ity, and purity. Chloramphenicol in
jection is a solution containing chloram
phenicol and one or more suitable and 
harmless buffers and preservatives in 
ethyl alcohol and propylene glycol base. 
Each milliliter contains 100 milligrams 
of chloramphenicol. The chlorampheni
col content is satisfactory if it is not less 
than 90 percent and not more than 115 
percent of the number of milligrams of 
chloramphenicol that it is represented 
to contain. It is sterile. It is nonpyro- 
genic. It passes the safety test. It con
tains no histamine or histaminelike sub
stances. Its pH is not less than 6.5 and 
not more than 8.5. The chloramphenicol 
used conforms to the standards pre
scribed by § 455.10a(a) (1) of this chap
ter.

(2) Packaging. It shall be packaged 
in accordance with the requirements of 
§ 510.45 of this chapter.

(3) Labeling. It shall be labeled in 
accordance with the requirements of 
paragraph (c) of this section and § 510.- 
55 of this chapter.

(4) Requests for certification; sam
ples. In addition to the requirements 
of § 514.50 of this chapter, each such re
quest shall contain:

(i) Results of tests and assays on:
(a) The chloramphenicol used in mak

ing the batch for potency,'pH, specific 
rotation, melting point, absorptivity, and 
crystallinity.

(b) The batch for potency, sterility, 
pyrogens, safety, histamine content, and 
pH.

(ii) Samples required:
(a) The chloramphenicol used in mak

ing the batch: 10 packages each contain
ing approximately 300 milligrams.

(b) The batch:
(1) For all tests except sterility: A 

minimum of 8 immediate containers.
(2) For sterility testing: 20 immediate 

containers collected at regular intervals 
throughout each filling operation.

(b) Tests and methods of assays— (1) 
Potency. Proceed as directed in § 436.- 
106 of this chapter, preparing the sample 
for assay as follows: Transfer an ac
curately measured portion of the sample 
into a volumetric flqsk and dilute to 
volume with 1 percent potassium phos
phate buffer, pH 6.0 (solution 1). Fur
ther dilute with solution 1 to the refer
ence concentration of 2.5 micrograms of 
chloramphenicol per milliliter (esti
mated) .

(2) Sterility. Proceed as directed in 
§ 436.20 of this chapter, using the 
method described in paragraph (e) (1) of 
that section, except transfer 1 milliliter 
from each container directly to the dry 
filter, thus eliminating the preliminary 
solubilization step.

(3) Pyrogens. Proceed as directed in 
§ 436.32(a) of this chapter.

(4) Safety. Proceed as directed in 
§ 436.33 of this chapter.

(5) Histamine. Proceed as directed in 
§ 436.35 of this chapter, omitting the ap
plication of heat.

(6) pH. Proceed as directed in 
§ 436.202' of this chapter, diluting the 
sample with an equal volume of distilled 
water.

(c) Conditions of marketing— (1) 
Specifications. The product complies with 
the requirements of paragraph (a) of 
this section.

(2) Sponsor. See Nos. 010271 and 
011757 in § 510.600(c) of this chapter.

(3) Conditions of use— (i) It  is used 
in dogs for the treatment of infections of 
the respiratory tract, the urinary tract, 
and enteritis and tonsillitis caused by 
organisms susceptible to chlorampheni
col.

(ii) It  is administered intramuscularly 
or intravenously at a dosage level of 5 to 
15 milligrams per pound of body weight 
every 6 hours. In severe infections, 4 to 
6 hour treatment intervals may be de
sirable the first day of treatment. I f  no 
response to treatment is obtained in 3 
to 5 days, use should be discontinued and 
the diagnosis reviewed.

(iii) The label bears a statement that 
the product is not to be used in animals 
which are raised for food production.

(iv) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.

Subpart C— Ophthalmic and Topical 
Dosage Forms

§ 555.310 Chloramphenicol ophthalmic 
and topical dosage forms.

§ 555.310a Chloramphenicol ophthal
mic.

(a) Requirements for certification—
(1) The requirements for certification 
for chloramphenicol ophthalmic are de
scribed under § 455.310b o f this chapter.

(2) When it is intended solely fot  
veterinary use, its label and labeling 
shall comply with all the requirements 
of § 455.310b(a) (3) of this chapter, ex
cept that in lieu of the statement “Cau
tion: Federal law prohibits dispensing 
Without prescription”, it shall be labeled 
in accordance with the requirements pre
scribed by § 201.105 of this chapter 
(regulations issued under section 502(f) 
of the act).

(b) Tests and methods of assay. The 
tests and methods of assay for chloram
phenicol ophthalmic are described in 
§ 455.310b of this chapter.
§ 555.310b Chloramphenicol topical.

(a) Requirements for certification. (1) 
The requirements for certification for 
chloramphenicol topical are described 
under'§ 455.410(a) of this chapter.

(2) When it is intended solely for vet
erinary use, its label and labeling shall 
comply with all the requirements of 
§ 455.410(a) (3) of this chapter, except 
that in lieu of the statement, “ Caution: 
Federal law prohibits dispensing without 
prescription” , it shall be labeled in ac
cordance with the requirements of 
§ 201.105 of this chapter (regulations 
issued under section 502(f) of the act) 
and bear on its label and labeling the
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statement, “Warning—Not for use in 
animals which are raised for food pro
duction.”

(b) Tests and methods of assay. The 
tests and methods of assay for chloram
phenicol topical are described under 
§ 455.410(b) of this chapter.
§ 555.310c Chloramphenicol ophthal

mic ointment.
(a) Requirements for certification. The 

requirements for certification for chlor
amphenicol ointment (chloramphenicol 
cream) are described under § 455.310c 
(a) of this chapter.

(b) Tests and methods of assay. The 
tests and methods of assay for chloram
phenicol ointment are described under 
§ 455.310c (b) of this chapter.

(c) Conditions of marketing— (1) 
Specifications. The product conforms to 
the specification requirements in para
graph (a) of this section, and is sub
ject to the tests and methods of assay 
prescribed in paragraph (b) of this sec
tion. Each gram of the product contains 
10 milligrams chloramphenicol.

(2) Sponsor. See Nos. 000071 and 
010616 in § 510.600(c) of this chapter for 
use in accordance with paragraph (c) (3) 
(i) (a) of this section and No. 017030 for 
use in accordance with paragraph (c) (3) 
(i) (b ) of this section.

(3) Conditions of use.— (i) It is used 
in dogs and cats for the treatment of bac
terial conjunctivitis caused by pathogens 
susceptible to chloramphenicol as fol
lows:

(a) It  is applied every 3 hours around 
the clock for 48 hours after which night 
instillations may be omitted. Treatment 
should be continued for 2 days after the 
eye appears normal.

(b) It  is applied to affected eye four 
to six times daily for the first 72 hours 
depending upon the severity of the con
dition. A small amount of ointment 
should be placed in the lower conjunc
tival sac. Continue treatment for 48 
hours after eye appears normal.

(ii) Therapy for cats should not ex
ceed 7 days. Prolonged use in cats may 
produce blood dyscrasias. I f  improve
ment is not noted in a few days a change 
of therapy should be considered. When 
infection is suspected as the cause of a 
disease process, especially in purulent or 
catarrhal conjunctivitis, attempts should 
be made to determine through suscepti
bility testing, which antibiotics will be 
effective prior to applying ophthalmic 
preparations. This chloramphenicol 
product must not be used in animals 
producing meat, eggs, or milk. The length 
of time that residues persist in milk or 
tissues has not been determined.

(iii) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 555.310d Chloramphenicol ophthal

mic solution.
(a) Requirements for certificatiovr—

(1) Standards of identity, strength, 
quality, and purity. Chloramphenicol 
ophthalmic solution contains in each 
milliliter 5 milligrams of chlorampheni
col with or without one or more suitable

and harmless preservatives and surfac
tants in an aqueous solution. Its potency 
Is not less than 90 percent and not more 
than 130 percent of the number of milli
grams of chloramphenicol that it is rep
resented to contain. It is sterile. Its pH is 
not less than 3 nor more than 6. The 
chloramphenicol used conforms to the 
standards prescribed by § 455.10(a) (1) 
of this chapter.

(2) Labeling. It shall be labeled in ac
cordance with the requirements of 
paragraph (c) of this section and 
§ 510.55 of this chapter.

(3) Requests for certification; sam
ples. In addition to complying with the 
requirements of § 514.50 of this chapter, 
each such request shall contain:

(i) Results of tests and assays on:
(a) The chloramphenicol used in 

making the batch for potency, safety, 
pH, specific rotation, melting range, ab
sorptivity, and crystallinity.

(b) The batch for potency, sterility, 
and pH.

(ii) Samples required:
(a) The chloramphenicol used in 

making the batch: 10 containers, each 
containing not less than 300 milligrams.

(b) The batch:
(1) For all tests except sterility: A 

minimum of five immediate containers.
(2) For sterility testing: 20 immediate 

containers, collected at regular intervals 
throughout each filling operation.

Milligrams of chloramphenicol per milliliter=

(b) Tests and methods of assay— (1) 
Potency. Use either of the following 
methods: however, the results obtained 
from the microbiological turbidimetric 
assay shall be conclusive.

(i) Microbiological turbidimetric as
say. Proceed as directed in § 436.106 of 
this chapter, preparing the sample for 
assay as follows: Dilute an accurately 
measured representative portion of the 
sample in sufficient 1 percent potassium 
phosphate buffer, pH 6.0 (solution 1), 
to give a stock solution of convenient 
concentration. Further dilute an aliquot 
of the stock solution with solution 1 to 
thé reference concentration of 2.5 micro
grams of chloramphenicol per milliliter 
(estimated).

(ii) Spectrophotometric assay. Dilute 
a 1-milliliter aliquot of the sample in 
sufficient distilled water to make a solu
tion containing 20 milligrams of chlor
amphenicol per milliliter. Dissolve an 
accurately weighed portion of the work
ing standard in sufficient distilled water 
to give a solution containing 20 milli
grams per milliliter. Warm if necessary 
to hasten solution of the working stand
ard. Cool. Using a suitable spectropho
tometer and distilled water as the blank, 
determine the absorbance of the sam
ple and standard solutions at 278 nanom-

' eters. Calculate the potency of the 
sample as follows :

Absorbance of sample X labeled potency per 
milliliter in milligrams

Absorbance of standard

(2) Sterility. Proceed as directed in 
§ 436.20 of this chapter, using the 
method described in paragraph (e) (1) 
of that section.

(3) pH. Proceed as directed in § 436.202 
of this chapter, using the undiluted solu
tion.

(c) Conditions of marketing— (1) 
Specifications. The solution conforms to 
the certification requirements of para
graph (a) of this section. The solution 
contains as active ingredient, chloram
phenicol 0.5 percent with cholorbutanol 
0.5 percent as a preservative.

(2) Sponsor. See No. 017030 in 
§ 510.600(c) o f this chapter.

(3) Conditions of use. (i) It  is used 
in dogs and cats for the treatment of 
bacterial conjunctivitis caused by orga
nisms susceptible to chloramphenicol.

(ii) Treat with one or two drops, 4 to 
6 times a day for the first 72 hours, de
pending upon the severity of the condi
tion. Intervals between applications may 
be increased after the first 2 days. Ther
apy should be continued for 48 hours 
after an apparent cure has been attained.

(iii) Therapy for cats should not ex
ceed 7 days. As with other antibiotics, 
prolonged use may result in overgrowth 
of nonsusceptible organisms. I f  superin
fection occurs, or if clinical improvement 
is not noted within a reasonable period, 
discontinue use, and institute appropri
ate therapy. Prolonged use in cats may 
produce, blood dyscrasias. This chlor
amphenicol product must not be used 
in meat-, egg-, or milk-producing ani

mals. The length of time that residues 
persist in milk or tissues has not been 
determined.

(iv) For use by or on the order of a 
licensed veterinarian.
§ 555.310e Chloramphenicol - predniso- 

lone-telracaine-squalane topical sus
pension.

(a) Requirements for certification— 
(1) Standards of identity, strength, 
quality, and purity. This drug is a sus
pension composed of chloramphenicol, 
prednisolone, tetracaine, and squalane in 
a suitable and harmless vehicle. Each 
milliliter contains 4.2 milligrams of 
chloramphenicol, 1.7 milligrams of pred
nisolone, 4.2 milligrams of tetracaine, 
and 0.21 milliliter of squalane. Its mois
ture content is not more than 1 percent. 
Its antibiotic potency is not less than 90 
percent and not more than 125 percent 
of the number of milligrams of chloram
phenicol that it is represented to contain. 
The chloramphenicol used conforms to 
the standards prescribed by § 455.10(a) 
(1) of this chapter, except safety. -

(2) Labeling. It shall be labeled in 
accordance with the requirements of 
paragraph (c) o f this section and 
§ 510.55 of this chapter.

(3) Requests for certification; sam
ples. In addition to complying with the 
requirements of § 514.50 of this chapter, 
each such request shall contain:

(i) Results of tests and assays on:
(a) The chloramphenicol used in 

making the batch for potency, pH,
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specific rotation, melting range, absorp
tivity, and crystallinity.

(b) The batch for potency and mois
ture.

(ii) Samples required:
(a) The chloramphenicol used in 

making the batch: 10 containers, each 
containing approximately 300 milli
grams.

(b) The batch: A  minimum of six im
mediate containers.

(b) Tests and methods of assay— (1) 
Potency. Proceed as directed in § 436.106 
of this chapter, preparing the sample 
for assay as follows: Transfer an ac
curately measured portion of the sample 
into a separatory funnel containing 50 
milliliters of petroleum ether. Shake the 
separatory funnel vigorously to bring 
about complete mixing of the sample and 
the petroleum ether. Add 20 milliliters 
of 1 percent potassium phosphate buffer, 
pH 6.0 (solution 1), and shake well. Re
move the buffer layer and repeat the 
extraction with three additional 20-mil
liliter portions of solution 1. Combine the 
extractives and dilute to an appropriate 
volume with solution 1. Further dilute in 
solution 1 to the reference concentration 
of 2.5 micrograms of chloramphenicol 
per milliliter (estimated).

(2) Moisture. Proceed as directed in 
§ 436.201 of this chapter, using 1 or 2 
milliliters of the suspension.

(c) Conditions of marketing— (1) 
Specification. The suspension conforms 
to the certification requirements of 
paragraph (a) of this section. Bach cubic 
centimeter of suspension contains 4.2 
milligrams of chloramphenicol, 1.7 milli
grams of prednisolone, 4.2 milligrams of 
tetracaine, and 0.21 milliliter of squalane 
in a petrolatum-mineral oil base.

(2) Sponsor. See No. 017030 in 
§ 510.600(c) of this chapter.

(3) Conditions of use. It  is used in the 
treatment of acute otitis externa and py
odermas (acute moist dermatitis, vulvar 
fold dermatitis, lip fold dermatitis, inter
digital dermatitis, and juvenile dema- 
titis) in dogs and cats. Laboratory tests 
should be conducted, including in-vitro 
culturing and susceptibility tests on sam
ples collected prior to treatment. Treat 
with two or three applications daily or as 
needed for not more than 7 days. Severe 
infections should be supplemented by sys
temic therapy. The drug must not be used 
in the eyes. Prolonged use in cats may 
produce blood dyscrasias. Chlorampheni
col products must not be used in meat, 
egg, or milk producing animals. The 
length of time that residues persist in 
milk or tissues has not been determined. 
For use by or on the order of a licensed 
veterinarian.
§ 555.310f Chloramphenicol - predniso

lone ophthalmic ointment.
(a) Requirements for certification. The 

requirements for certification for chlor
amphenicol - prednisolone ophthalmic 
ointment are described under § 555.310c.

Ob) Tests and methods of assay. The 
tests and methods of assay for chlor
amphenicol - prednisolone ophthalmic 
ointment are described under § 555.310c.

(c) Conditions of marke:ting— (1) 
Specifications. The product conforms

to the specification requirements in 
§ 555.310c (a) of this chapter and is sub
ject to the tests and methods of assay 
prescribed in § 555.310c(b) of this chap
ter. Each gram of the product contains 
the following active ingredients: 10 
milligrams of chloramphenicol and 2 
milligrams of prednisolone.

(2) Sponsor. See No. 017030 in 
§ 510.600(c) of this chapter.

(3) Conditions of use. (i) It  is used 
in dogs and cats for the treatment of 
bacterial conjunctivitis and ocular in
flammation caused by organisms suscep
tible to chloramphenicol.

(ii) It is applied to the affected eye 4 
to 6 times daily for the first 72 hours de
pending upon the severity of the condi
tion^ Continue treatment for 48 hours 
after an apparent cure has been at
tained.

(iii) Therapy for cats should not ex
ceed 7 days, prolonged use in cats may 
produce blood dyscrasia. As with other 
antibiotics, prolonged use may result in 
overgrowth of nonsusceptible organisms. 
I f  superirifection occurs or if clinical im
provement is not noted within a rea
sonable period, discontinue use and in
stitute appropriate therapy. All topical 
ophthalmic preparations containing 
corticosteroids, with or without an anti
microbial agent, are contraindicated in 
the initial treatment of corneal ulcers. 
They should not be used until the infec
tion is under control and corneal re
generation is well under way. This chlor
amphenicol product must not be used 
in meat-, egg-, or milk-producing ani
mals. The length of time that residues 
persist in milk or tissues has not been 
determined.

(iV) For use only by or on the order of 
a licensed veterinarian.
§ 555.310g Fibrinolysin and desoxyribo

nuclease, combined (bovine) with 
chloramphenicol ointment.

(a) Requirements for certification— 
(1) Standards of identify, strength, 
quality, and purity. Fibrinolysin and de- 
soxyribonuclease, combined (bovine) 
with chloramphenicol ointment is fib- 
rinolysin, desoxyribonuclease, and chlor
amphenicol in a suitable and harmless 
ointment base. It contains a suitable and 
harmless preservative. Each gram con
tains 1 unit of fibrinolysin, 666 units of 
desoxyribonuclease, and 10 milligrams 
of chloramphenicol. Its chloramphenicol 
content is satisfactory if it is not less 
than 90 percent and not more than 120 
percent of the number of milligrams of 
chloramphenicol that it is represented 
to contain. The chloramphenicol used 
conforms to the standards prescribed by 
§ 455.10 of this chapter, except safety. In 
addition to the requirements prescribed 
by this paragraph, the drug satisfies the 
requirements designated therefor by the 
Division of Biologies Standards, Na
tional Institutes of Health, Department 
of Health, Education, and Welfare.

(2) Labeling. It shall be labeled in ac
cordance with the requirements of 
§ 510.55 of this chapter.

(3) Requests for certification; sam
ples. In addition to complying with the

requirements of § 514.50 of this chapter, 
each such request shall contain:

(i) Results of tests and assays on:
(a) The chloramphenicol used in mak

ing the batch for potency, pH, specific 
rotation, melting range, absorptivity, and 
crystallinity.

(b) The batch for potency.
(ii) Samples required:
(a) The chloramphenicol used in mak

ing the batch: 10 packages, each con
taining approximately 300 milligrams.

(b) The batch: A minimum of 5 con
tainers if it is packaged in immediate 
containers of tin or glass, and a mini
mum of 20 immediate containers if it is 
packaged in immediate containers other 
than tin or glass.

(b) Tests and methods of assay; po
tency. Proceed as directed in § 436.106 of 
this chapter, preparing the sample for 
assay as follows: Place an accurately 
weighed representative portion of the 
sample into a high-speed glass blender 
jar containing 1 milliliter polysorbate 80 
and sufficient 1 percent potassium phos
phate buffer, pH 6.0 (solution 1), to give 
a stock solution of convenient concen
tration. Blend 3 to 5 minutes. Remove an 
aliquot and further dilute with solution 
1 to the reference concentration of 2.5 
micrograms of chloramphenicol per mil
liliter (estimated).

Subpart D— Otic Dosage Forms 
§ 555.410 Chloramphenicol otic.

The requirements for certification and 
the tests and methods of assay for 
chloramphenicol otic are described un
der § 555.310b.

PART 556— TOLERANCES FOR RESIDUES 
OF NEW ANIMAL DRUGS IN FOOD 

Subpart A— General Provisions
See.
556.1 General considerations; tolerances 

for residues of new animal drugs 
in food.

Subpart B— Specific Tolerances for Residues of 
New Animal Drugs

556.20 2-Acetylamino-5-nitrothiazole.
556.30 Aklomide.
556.40 Ampicillin.
556.50 Amprolium.
556.60 Arsenic.
556.70 Bacitracin.
556.80 Bambermycins.
556.90 Buquinolate.
556.100 Carbadox.
556.110 Carbomycin.
556.120 Chlorhexidine.
556.130 Chlormadinone acetate.
556.140 Chlarobutanol.
556.150 Chlortetracycline.
556.160 Clopidol.
556.170 Decoquina te.
556.180 Dichlorvos.
556.190 Diethylstilbestrol.
556.200 Dihydrostreptomycin.
556.210 Dimetridazole.
556.220 3,5-Dinitrobenzamide.
556.230 Erythromycin.
556.240 Estradiol benzoate.
556.250 Estradiol man opal mitate.
556.260 Ethopabate.
556.270 Ethylenediamine.
556.280 Furaltadone.
556.290 Furazolidone.
556.300 Gentamicin sulfate.
556.310 Haloxon.
556.320 Hydrocortisone.
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Sec.
556.330 Hygromycin B.
556.340 Ipronidazole.
556.350 Levamisole hydrochloride.
556.360 Lincomycin.
556.370 Medroxyprogesterone acetate.
556.380 Melengestrol acetate.
556.390 Methylparaben.
556.400 ■ Méthylprednisolone.
556.410 Metoserpate hydrochloride.
556.420 Monensln.
556.430 Neomycin.
556.440 Nequinate.
556.450 Nihydrazone.
556.460 Novobiocin.
556.470 Nystatin.
556.480 Oleandomycin.
556.490 Ormetoprim.
556.500 Oxytetracycline.
556.510 Penicillin.
556.520 Prednisolone.
556.530 Prednisone.
556.540 Progesterone.
556.550 Propylparaben.
556.560 Pyrantel tartrate.
556.570 Reserpine.
556.580 Robenidine hydrochloride.
556.590 Salicylic acid.
556.600 Spectinomycin.
556.610 Streptomycin.
556.625 Solium sulfachloropyrazine mono

556.630
hydrate.

Sulfachlorpyridazine.
556.640 Sulfadimethoxine.
556.650 Sulfaethoxypyridazine.
556.660 Sulf amerazine.
556.670 Sulfamethazine.
556.680 Sulfanitran.
556.690 Sulfathiazole.
556.700 Sulfomyxin.
556.708 Testosterone.
556.710 Testosterone propionate.
556.720 Tetracycline.
556.730 Thiabendazole.
556.740 Tylosin.
556.750 Virginiamycin.
556.760 Zeranol.
556.770 Zoalene.

A u t h o r i t y :  Secs. 512, 701(a), 52 Stat. 1055, 
82 Stat. 343-351 (21 U.S.C. 360b, 371 ( a ) ).

Subpart A— General Provisions
§ 556.1 General considerations; toler

ances for residues of new animal 
drugs in food.

(a) Tolerances established in this part 
are based upon residues of drugs in edible 
products of ' food-producing animals 
treated with such drugs. Consideration of 
an appropriate tolerance for a drug shall 
result in a conclusion either that:

(1) Finite residues will be present in 
the edible products—in which case a 
finite tolerance is required; or

(2) It  is not possible to determine 
whether finite residues will be incurred 
but there is reasonable expectation that 
they may be present—in which case a 
tolerance for negligible residue is re
quired; or

(3) The drug induces cancer when in
gested by man or animal or, after tests 
which are appropriate for the evaluation 
of the safety of such drug, has been 
shown to induce cancer in man or ani
mal; however, such drug will not ad
versely affect the animals for which it is 
intended, and no residue of such drug 
will be found by prescribed methods of 
analysis in any edible portion of such 
animals after slaughter or in any food 
yielded by or derived from the living ani

mal—in which case the accepted method 
of analysis shall be published or cited, if 
previously published and available else
where, in this part; or

(4) It  may or may not be possible to 
determine whether finite residues will be 
incurred but there is no reasonable ex
pectation that they may be present-rin 
which case the establishment of a toler
ance is not required; or

(5) The drug is such that it may be 
metabolized and/or assimilated in such 
form that any possible residue would be 
indistinguishable from normal tissue 
constituents—in which case the estab
lishment of a tolerance is not required.

(b) No tolerance established pursuant 
to paragraph (a )(1 ) of this section will 
be set at any level higher than that re
flected by the permitted use of the drug.

(c) Any tolerance required pursuant 
to this section will, in addition to the 
toxicological considerations, be condi
tioned on the availability of a practicable 
analytical method to determine the 
quantity of residue. Such method must 
be sensitive to and reliable at the estab
lished tolerance level or, in certain in
stances, may be sensitive at a higher level 
where such level is also deemed satisfac
tory and safe in light of the toxicity of 
the drug residue and of the unlikelihood 
of such residue’s exceeding the tolerance.

Subpart B— Specific Tolerances for 
Residues of New Animal Drugs

§ 556.20 2-Acetylamino-5-nitrothiazole.
A tolerance of 0.1 part per million is 

established for negligible residues of 2- 
acetylamino-5-nitrothiazole in the edi
ble tissues of turkeys.
§ 556.30 Aklomide.

Tolerances are established for com
bined residues of aklomide (2-chloro-4- 
nitrobenzamide) and its metabolite (4- 
amino-2-chlorobenzamide) in uncooked 
edible tissues of chickens as follows: .

(a) 4.5 parts per million in liver and 
muscle.

(b) 3 parts per million in skin with 
fat.
§ 556.40 Ampicillin.

A tolerance of 0.01 p/m is established 
for negligible residues of ampicillin in the 
uncooked edible tissues of swine and 
cattle and in milk.
§ 556.50 Amprolium.

Tolerances are established as follows 
for residues of amprolium (l-(4-amino- 
2-n-propyl - 5 - pyrimidinylmethyl)-2- 
picolinium chloride hydrochloride):

(a) In the edible tissues and in eggs 
of chickens and turkeys:

(1) 1 part per million in uncooked 
liver and kidney.

(2) 0.5 part per million in uncooked 
muscle tissue.

(3) In eggs:
(i) 8 parts per million in egg yolks.
(ii) 4 parts per million in whole eggs.
(b) In the edible tissues of calves:
(1) 2.0 parts per million in uncooked 

fat.
(2) 0.5 part per million in uncooked 

muscle tissue, liver, and kidney.

§ 556.60 Arsenic.
Tolerances for total residues of com

bined arsenic (calculated as As) in food 
are established as follows:

(a) In edible tissues and in eggs of 
chickens and turkeys:

(1) 0.5 part per million in uncooked 
muscle tissue.

(2) 2 parts per million in uncooked 
edible by-products.

( 3 ) 0.5 part per million in eggs.
(b) In edible tissues of swine:
(1) 2 parts per million in uncooked 

liver and kidney.
(2) 0.5 part per million in uncooked 

muscle tissue and byproducts other than 
liver and kidney.
§ 556.70 Bacitracin.

Tolerances for residues of bacitracin 
from bacitracin, zinc bacitracin, man
ganese bacitracin, or bacitracin meth
ylene disalicylate are established at 0.5 
part per million (0.02 unit per gram), 
negligible residue, in uncooked edible 
tissues of cattle, swine, chickens, turkeys, 
pheasants, and quail, and in milk and 
eggs.
§ 556.80 B amber my cins.

Tolerances are established for resi
dues of bambermycins in uncooked ed
ible tissues of chickens as follows:

(a) In muscle tissues: 0.75 part per
million. «

(b) In liver: 0.50 part per million.
(c) In kidney, skin, and fat of chick

ens: 1.00 part per million.
§ 556.90 Buquinolate.

Tolerances are established for residues 
of buquinolate as follows:

(a) In edible tissues of chickens:
(1) 0.4 part per million in uncooked 

liver, kidney, and skin with fat.
(2) 0.1 part per million in uncooked 

muscle.
(b) In eggs:
(1) 0.5 part per million in uncooked 

yolk.
(2) 0.2 part per million in uncooked 

whole eggs.
§ 556.100 Carbadox.

No residues of carbadox (Methyl 3- 
( 2-quinoxalinylmethylene) carbazate-N1, 
N*-dioxide) and its metabolite (quinoxa- 
line-2-carboxylic acid) are found in the 
uncooked edible tissues of swine as deter
mined by the following method of 
analysis:

I. Reagents

A. Benzene— Distilled-in-Glass grade, Bur
dick and Jackson Laboratories or equivalent.

B. Ethyl acetate— Distilled-in-Glass grade, 
Burdick and Jackson Laboratories or 
equivalent.

C. n-Hexane— Distilled-in-Glass grade, 
Burdick and Jackson Laboratories or 
•equivalent.

D. 1-Propanol— reagent grade, dried over 
molecular sieve pellets (5A ).

E. Citric acid monohydrate— U.S.P., Pfizer, 
Inc., or equivalent.

P. Potassium hydroxide— pellets, reagent 
grade.

G. Sodium hydroxide— pellets, reagent 
grade.

H. Hydrochloric acid— reagent, A.C.S.
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I. Sulfuric acid— reagent, A.O.S.
J. Sodium sulfate— anhydrous, reagent 

grade.
K. Quinoxaline-2-carboxyllc acid— Pfizer 

Inc., or equivalent.
L. Propyl quinoxaline-2-carboxylate— 

Pfizer, Inc., or equivalent.
M. Acridine— practical grade; Matheson. 

Coleman and Bell or equivalent.
II. Solutions

A. 1M Citric acid.
B. 5Af Sodium hydroxide.
C. 3Af Potassium hydroxide.
D. 0.5M Citric acid buffer. Adjust the pH 

of 100 milliliters of 1M citric acid to pH 6.0 
with 5M  sodium hydroxide (approximately 
55 milliliters), using a previously calibrated 
pH meter. Adjust the final volume to 200 
milliliters with distilled water. Before making 
the final pH adjustment, cool the buffer to 
room temperature.

E. 1-Propanol-sulfuric acid reagent (07:3). 
Dilute 3 milliliters of concentrated sulfuric 
acid to 100 milliliters with dried, filtered, and 
cooled 1-propanol.

F. Acridine solution. Dissolve 1 milligram 
of acridine in 100 milliliters of benzene.

G. Quinoxaline-2-carboxyllc acid solu
tions:

1. Stock solution A. Dissolve 1.25 milligram 
of qulnoxallne-2-carboxylic acid in enough 
1-propanol to make 100.0 milliliters (concen
tration 12.5 micrograms per milliliter^.

2. Stock solution B. Dilute 1.0 milliliter of 
stock solution A to 100.0 milliliters with 
1-propanol-sulfuric acid reagent (concen
tration 0.125 microgram per milliliter).

3. Working standard solution O. Dilute a
2.0 milliliter aliquot of stock solution B to
10.0 milliliters with 1-propanol-sulfuric acid 
reagent (concentration 25.0 nanograms per 
milliliter).

4. Working standard solution D. Dilute a
3.0 milliliter aliquot of stock solution B to
10.0 milliliters with 1-propanol-sulfuric acid 
reagent (concentration 37.5 nanograms per 
milliliter).

6. Working standard solution E. Dilute a
4.0 milliliter aliquot of stock solution B  to
10.0 milliliters with 1 -propanol-sulfuric add  
reagent (concentration 50.0 nanograms per 
milliliter).

6. Fortification solution. Dilute 3.0 mil
liliters stock solution A to 250 milliliters with 
distilled water (concentration 150 nanograms 
per m illiliter).

7. Propyl quinoxaline-2-carboxylate solu
tion. Dissolve 1.00 milligram of propyl 
qulnoxaline-2-carboxylate in enough ethyl 
acetate to make 10 milliliters (concentration 
100 micrograms per milliliter).

I I I .  Apparatus

A. Column, glass-tapered at one end, 0.9 
centimeters x 21.5 centimeters, prepared 
from a 10-milliliter serological pipette.

B. Centrifuge tubes, heavy duty—50- 
millillter graduated (60-milliliter capacity)., 
equipped with glass stoppers, R. C. Ewald, 
Inc., or equivalent.

C. Centrifuge tubes— 50 milliliters gradu
ated, equipped with glass stoppers.

D. Volumetric flasks— 5 10 100 and 250- 
mllllliter capacity, glass stoppered.

E. Pipettes, automatic transfer— 10 15 and 
25-mlllillter delivery volume.

F. Pipettes, measuring— 0.1 and 0.5 milli
liter delivery volume.

G. Pipettes, volumetric— 1 2 3 4 and 5- 
mlllillter delivery volume.

H. Pipette, serological— 10 milliliter deliv
ery volume.

I. Pipettes— Pasteur, disposable.
J. Propipette bulb.
K. Syringe— 10 microliter capacity, Hamil

ton or equivalent.
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L. Crystallizing dish— 190 millimeter (di

ameter) x 100 millimeter (height), for oil 
bath.

M. Test tube rack.
N. Test tube mixer— Vortex mixer or 

equivalent.
O. Lab Jack— Cenco or equivalent.
P. Thermo-stir hotplate.
Q. Magnetic stirrer bar (teflon).
R. Thermometer— centigrade, 0° to 150° C. 

range.
S. Knife (for cutting frozen tissue).
T. Ultraviolet light— 254 nanometers and 

366 nanometers.
U. Scalpel.
V. Torsion balance— style RX-1, class A, 

Torsion Balance Co., or equivalent.
W. Cahn electrobalance— Cahn Model C-2 

or equivalent.
X. Centrifuge— International, size 2, model 

K, or equivalent.
Y. Rotary evaporator equipped either with 

a water aspirator or with a vacuum pump 
and condenser.

Z. Alkacid test paper.
AA. Glassine paper.
BB. Glasswool.
CC. Flask— round bottom, 29/42 ST, 250 

milliliters.
DD. Flask— round bottom, 19/22 ST, 65 

milliliters.
EE. Funnel— burette.
FF. Hair dryer.
GG. pH meter.
HH. Tray— instrument, stainless steel.
II. Water bath.
JJ. Precoated thin layer plates— 20 x 20 

centimeters; 250 micron thickness, Silica gel 
GF, E. Merck, Darmstadt; distributed by 
Brinkmann Instruments Inc., Westbury, N.Y. 
11590 or equivalent.

KK. Desaga multiplate developing tanks 
for five 20 x 20 centimeters plates-distributed 
by Brinkmann instruments Inc. or 
equivalent.

LL. Gas-liquid chromatograph— Micro Tek 
220 model Instrument (or equivalent) 
equipped with a Ni88 electron affinity pulsed 
detector and a 0-1 MV recorder. Conditions 
and operating parameters for the gas-liquid 
chromatograph are: Isothermal column tem
perature, 175“ C.; inlet heater, 270“ C.; EC 
detector temperature, 275“ C.; argon-
methane (95:5) flowrate, 100 milliliters per 
minute (40 pounds per square inch); chart 
speed, y2 inch per minute, attentuation, 10 x 
64. Electrometer pulse parameters: RF mode; 
voltage output, 55; pulse rate, 270 micro
seconds; pulse width, 3.0 microseconds.

A glass sleeve injection port liner is in
stalled for off-column injections.

MM. Packing— 3 percent OV-17 on Gas 
Chrom Q, 60-80 mesh, Applied Sciences Lab
oratories, Inc. or equivalent.

NN. Column— pyrex glass, U-tube, 6 feet 
(length) x 4 millimeters (inside diameter). 
Condition the packed column ,at 280“ C. for 
at least 72 hours with argon-methane (95:5) 
flow, detached from the detector input.

OO. Septum— high temperature type (H T - 
13), Applied Sciences Laboratories, Inc. or 
equivalent.

PP. Detector-Nickel88 electron capture. The 
voltage current profile for this detector 
should plateau at 30 volts or less in the DC 
mode when a stream of nitrogen gas is passed 
through the column and the electron capture 
detector.

IV. Procedure

A. DISSOLUTION AND HYDROLYSIS STEF

Transfer 5 grams of swine tissue (freshly 
sliced from frozen tissue) to a 50-milliliter 
centrifuge tube. Add 10 milliliters of 3M  po
tassium hydroxide, stopper, and place in a 
100* C. silicone oil bath for 1 hour.

Note: The level of the silicone oil bath 
should exceed that of the tissue sample.

Stopper the tubes lightly in order to allow 
the digestion mixture to “breath”. To de
termine the recovery of qulnoxaline-2-car- 
boxyllc acid in swine tissue at the 30 p.p.b. 
level, fortify 5 grams of sample with 1 milli
liter of fortification solution (concentration 
150 nanograms per milliliter 1.

B. EXTRACTION STEP

1. Cool the alkaline hydrolyzate in an ice 
bath and acidify to ^  1  pH 1 (deep red to 
alkacid test paper) with 4 milliliters of con
centrated hydrochloric acid. Add 15 milli
liters of ethyl acetate to the acidified hydrol
yzate, stopper, and extract by shaking for 20 
seconds. Centrifuge the mixture at 1,600 rev
olutions per minute for 5 minutes to clarify 
the ethyl acetate phase. Recover the ethyl 
acetate phase with a blowout pipette 
equipped with a propipette bulb, and trans
fer this extract to a 60-milliliter separatory 
funnel equipped with teflon stopcocks. Re
extract the hydrolyzate with two additional 
15-millillter portions of ethyl acetate, and 
combine the organic extracts.

N o t e :  D o  not contaminate the ethyl ace
tate phase with Interfacial material during 
these extractions. Quinoxaline-2-carboxyllc 
acid is unstable in strongly acidic solutions. 
Continue to process these extracts through 
the benzene extraction and evaporation 
steps.

2. Add 5 milliliters of 0.51T citric acid buf
fer (pH 6.0) to the ethyl acetate extract, 
shake, and allow the lower phase to clarify 
for about 20 minutes. Collect the aqueous 
phase in a 50-milliliter glass-stoppered cen
trifuge tube. Reextract the ethyl acetate 
phase with an additional 5 milliliters of pH 6 
buffer, wait for the aqueous phase to clarify, 
and combine the aqueous extracts. Acidify 
( ^  pH 1) the aqueous extract with 2 milli
liters of concentrated hydrochloric acid, 
stopper, and extract with 25 milliliters of 
benzene. Centrifuge to clarify the benzene 
layer and transfer the organic phase, using 
a blowout pipette equipped with a propipette 
bulb, to a 250-milliliter round bottom flask. 
Repeat the extraction and centrifugation 
steps three times. Combine the benzene ex
tracts (about 100 milliliters) and evaporate 
to near-dryness, using a rotary evaporator 
equipped with a water aspirator and with a 
water bath set at 40° C.

N o t e :  A rotary evaporator equipped with a 
vacuum pump and condenser may be used at 
this point. These residues may be stored 
overnight.

C. ESTERIFICATION STEP

Reconstitute the residue from the previous 
step by rinsing the walls of the round bottom 
flask with 2 x 2  milliliters of 1-propanol-sul
furic acid reagent; transfer each rinse with 
a disposable pipette to a 50-milliliter centri
fuge tube. Stopper and heat the tube in a 
silicone oil bath at 90° C. for 1 hour. Cool 
the reaction mixture in an ice bath before 
proceeding to the following extraction step.

N o t e :  Samples and standards may be 
stored overnight at room temperature in the 
propanol-sulfuric acid medium.

D. EXTRACTION OF THE ESTER DERIVATIVE

Add 10 milliliters of water and 15 milliliters 
of n-hexane to the esterification mixture. 
Extract and centrifuge to clarify the n-hexane 
phase. Transfer the n-hexane extract to a 
65-milliliter round bottom flask; reextract 
the aqueous-propanol phase with two addi
tional 15-milliliter portions of n-hexane. 
Centrifuge after each extraction and com
bine the n-hexane extracts. (Note: Avoid 
taking any of the aqueous phase in this ex
traction step; otherwise, the n-hexane ex
tracts will have to be washed with 3 x 10 
milliliters of water and dried over sodium 
sulfate.) Concentrate this solution to 0.5
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milliliter, using a rotary evaporator equipped 
with a water aspirator and with a water bath 
set at 25° C. ( N o t e : A rotary evaporator 
equipped’ with a vacuum pump and con
denser may be used at this point.) Fortify 
this solution with 0 .1  milliliter of acridine 
marker ( 1  milligram per 10 0  milliliters 
benzene).

N o t e :  D o  not store the n-hexane extracts 
of the propyl ester derivative overnight. Con
tinue to process these solutions by the fol
lowing thin-layer chromatography step E,

E. THIN-LAYER CHROMATOGRAPHY

1. Quantitatively transfer the concen
trated n-hexane extract to the “origin” of 
a 2 0 -centimeters x 2 0 -centimeters silica gel 
thin-layer plate, using a disposable pipette. 
When pipetting this extract, streak it in a 
uniform band approximately 15 centimeters 
across and approximately 20  millimeters 
above the lower edge of the plate, making 
sure not to scratch or remove appreciable 
portions of adsorbent and avoiding applica
tion of the sample to the sides of the plate. 
The applied band should not diffuse or pene
trate to the end of the silica gel layer, but 
should remain 1 0  millimeters above the lower 
edge of the silica gel layer. Rinse the round 
bottom flask (containing residual n-hexane) 
with three portions of approximately 0.25 
milliliter each of ethyl acetate; transfer each 
portion with the same pipette and cover the 
same area of the plate as described above. 
Following each application of the extract 
and ethyl acetate washes, evaporate the sol
vent from the plate by directing a stream of 
cool air to the sample zone ( “origin”) . Prior 
to chromatographic development, place an 
edge (approximately 5 millimeters deep) of 
the thin-layer plate into a tray of ethyl ace
tate so that the solvent will rise through the 
applied sample zone to form it into a narrow 
band approximately 1 0  millimeters above the 
“origin.” Air dry this plate before chromato
graphic development.

2. Place the prepared plate in a chromato
graphic chamber lined with blotting paper 
and saturated with the benzene-ethyl ace
tate system (85:15). Develop the plate twice 
in this system, maintaining straight solvent 
fronts and allowing the solvent front to 
reach the top of the plate during each irriga
tion. Air dry the thin-layer plate for approxi
mately 5 minutes between the first and 
second irrigations. Each irrigation takes ap
proximately 75 minutes. Developed plates 
should not be stored overnight. E x a m in e 
the developed plate under long wavelength 
(366 nanometers) ultraviolet light and lo
cate the blue fluorescent band of acridine 
( Rf approximately 0.5). Mark out a 12- 
milllmeters x 2 0 -centimeters band of silica 
gel encompassing an area 5 millimeters above 
and 7 millimeters below the center of the 
acridine marker and extending from one side 
of the plate to the other.

N o t e :  The relative mobilities of propyl 
qulnoxallne-2 -carboxylate and acridine must 
be checked in each laboratory to determine 
where a 1 2  milliliter x 2 0 -centimeters zone 
of silica gel is to be excised in order to 
quantitatively recover the propyl ester deriv
ative. This may be accomplished by mixing
0 .1  milliliter of acridine solution ( 1  milli
gram per 100 milliliters) with 0.4 milliliter 
of propyl quinoxaline-2 -carboxylate ( 10 0  
micrograms per milliliter) and chromato
graphing this solution as directed above. 
Examine the developed plate under long 
wavelength (366 nanometers) ultraviolet 
light and locate the blue fluorescent band 
of acridine (1It approximately 0.5). Exami
nation of the plate under short wavelength 
(254 nanometers) ultraviolet light locates 
the blue absorbing band of propyl 
qulnoxallne-2-carboxylate (Rr approximately
0.5).
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3. Reduce the sample zone to a fine powder 

by making a series of horizontal cuts with 
a scalpel. Gently transfer this powder with 
the aid of a stainless steel spatula to glassine 
paper; pour this material into a burette 
funnel atop a small glass column packed 
with a glass wool plug. Elute the adsorbent 
with ethyl acetate (about 6 milliliters), and 
collect the eluate to mark in a 5-milliliter 
volumetric flask. Examine this eluate by gas- 
liquid chromatography.

N o t e :  Contamination of thin-layer chro
matographic plates can be checked by gas- 
liquid chromatographic examination of an 
eluate prepared by processing a blank plate 
as in paragraph 1  above, starting at the 
point: “place an edge (approximately 5  milli
meters deep) of the thin-layer plate into 
a tray of ethyl acetate • * •.” I f  the plate 
is contaminated, examine alternate lots of 
precoated thin-layer plates.

r .  STANDARD CURVE

Pipette 4-milliliter aliquots of qulnoxallne- 
2 - carboxylic acid working standard solutions
C, D, and E, respectively, and 4-milliliter 
portions of 1 -propanol-sulfuric acid reagent 
into 60-milliliter centrifuge tubes; stopper, 
react, extract, and concentrate as directed in 
the esterification and extraction steps de
scribed in subsections C and D above; how
ever, omit the addition of acridine to the 
n-hexane concentrate and do not chromato
graph it by thin-layer chromatography. In
stead, reconstitute the n-hexane concentrate 
with ethyl acetate and quantitatively trans
fer this solution to a 5-milliliter volumetric 
flask to give working standard solutions Cy
D, and E. The final concentrations of work
ing standard solutions C, D, and E, are 
20, 30, and 40 nanograms per milliliter, re
spectively, and are equivalent to 20, 30, and 
40 p.p.b., respectively.

G. GAS-LIQUID CHROMATOGRAPHY

Separately inject 4 microliters of each of 
the working standard solutions C, D, and E 
(prepared as described above (F ) into the 
gas-liquid chromatograph to determine the 
retention time of propyl quinoxaline-2 - 
carboxylate and the relative response of the 
EC detector. Construct a standard curve by 
plotting concentration (p.p.b.) versus peak 
height (millimeters).

( N o t e :  The reagent blank must show 
no interfering gas-liquid chromatographic 
peaks.) The peak height of propyl quln- 
oxaline-2-carboxylate at the 30-p.p.b. level 
(working standard solution D ) should ap
proximate 1 0  percent of full-scale deflection 
with a retention time of 5 minutes. Follow 
these injections with 4-microliter injections 
of the tissue eluates, allowing 2 0  minutes be
tween injections to clear the Instrument of 
background peaks.

Measure the peak heights of samples and 
determine their concentration (p.p.b.) by 
reference to the standard curve.

H . C A LC U LA T IO N S

From the standard curve and the observed 
peak height of quinoxaline-2 -carboxyllc acid 
in the sample, determine its concentration
(p.p.b.).

§ 556.110 Carbomycin.
A tolerance of zero is established for 

residues of carbomycin in the uncooked 
edible tissues of chickens.
§ 556.120 Chlorhexidine.

A tolerance of zero is established for 
residues of chlorhexidine in the uncooked 
edible tissues of calves.
§ 556.130 Chlormadinone acetate.

No residues of chlormadinone acetate 
(6 - chloro - 17 - hydroxypregna - 4,6 -
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diene-3,20-dione acetate) may be found 
in the uncooked edible tissues of beef 
heifers and beef cows as determined by 
the following method of analysis:

I. Method of analysis. Chlormadinone ace
tate (CAP) is extracted from muscle, liver, 
and kidney with methanol or from fat with 
hexane. The samples are purified by liquid- 
liquid extraction and by column chroma
tography. Final measurement is made by 
gas-liquid chromatography.

n . Reagents.
A. Methanol, analytical reagent (AR ).
B. Carbon tetrachloride AR.
C. Dichloromethane AR (redistilled).
D. Benzene, nanograde.
E. Hexane AR.
F. Acetonitrile AR.
G. Chloroform AR.
H. Chloroform AR containing 50 percent 

by volume dichloromethane AR.
I. Silica gel 0.2 to 0.5 millimeter for col

umn chromatography, Brinkmann Institute, 
Inc., or equivalent.

J. Activated Alumina. Alcoa F-20, Alcoa 
Corp., or equivalent.

K. Sodium sulfate, anhydrous.
L. Chlormadinone acetate standard, Elanco 

Products Co.
HI. Apparatus.
A. Tissue blender— Hamilton Beach Model 

8, or equivalent, equipped with blender heads 
to fit half-pint Mason jars.

B. Centrifuge— International Model V, or 
equivalent, equipped to receive 250-milliliter 
centrifuge tubes.

C. Separatory funnels— 250 milliliters.
D. Glass chromatography columns— 14 x 

250 millimeters.
E. Rotary vacuum evaporator—Rlnco, or 

equivalent.
F. Evaporating flasks— 300 and 125 milli

liters.
G. Assorted volumetric flasks, pipettes, 

and graduated cylinders.
H. Gas chromatograph— Jarrell-Ash Model 

28-700, or equivalent, equipped with an 
electron affinity cell.

I. Preparation of column packing:
Gas chrom Q (80-100 mesh)— Applied 

Science Laboratories, Inc., or equivalent.
XE-60 (silicone gum [nitrile] G.E.)— F  

and M Scientific Corp. or Applied Science 
Laboratories, or equivalent.

Weigh 19.7 grams of the Gas Chrom Q, 
transfer to a 1-liter round-botom flask and 
add sufficient acetone to cover the solid sup
port. Weigh 300 milligrams of the XE-60 in 
a 150-milliliter beaker, dissolve in 75 milli
liters of acetone, and transfer to the flask 
containing the solid support. Rinse beaker 
several times with acetone and add rinses 
to he flask.

Evaporate the acetone in a rotary vacuum 
evaporator using continuous rotation. A 
warm water bath (40° C.) is used to hasten 
the evaporation.

“Caking” of the solid may occur during the 
evaporation before all the acetone is removed. 
On continued evaporation, the solid will 
tumbel freely. When the coated phase tum
bles freely in the flask and no odor of acetone 
is detected, the phase is removed from the 
flask. (A  Morton type flask may be sub
stituted for the round-botom flask, if in
termittent rotation is used during the 
evaporation.)

Pour the prepared phase on a 60-mesh 
screen sieve and collect that portion of the 
phase that passes the 60-mesh screen and is 
retained on the 100-mesh screen. Use gentle 
tapping during screening step to avoid 
breaking of particles. Discard that portion of 
the phase which is retained on the 60-mesh 
screen and that portion which passes through 
the 100-mesh screen.

IV. Standard solutions.
A. Chlormadinone acetate standard solu

tion, 50 mlcrognams per milliliter—accurately
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weight 5 milligrams of standard chlormadi- 
none acetate and transfer quantitatively to a 
100-milliliter volumetric flask. Dissolve the 
standard and dilute to the mark with nano
grade benzene. Mix the solution thoroughly.

B. Ohlormadinone acetate standard solu
tion, 1 microgram per milliliter—pipette 2 
milliliters of 50 mcg./ml. from A  above into 
a 100-milliliter volumetric flask and dilute to 
the mark with methanol.

Note: Ohlormadinone acetate is relatively 
stable in these solutions; however, it is rec
ommended that solution A (50 mcg./ml. in 
benzene) be prepared fresh every month and 
that solution B be prepared fresh each week.

V. Procedure.
A. Extraction and purification of muscle 

and liver sample.
1. Thoroughly grind tissue and weigh a  

representative 20-gram sample of tissue into 
a half-pint Mason Jar.

2. Add 2 milliliters of methanol per gram 
of sample.

3. Blend the sample until uniform.
4. Transfer as much of the sample as possi

ble to a 250-milliliter centrifuge bottle and 
centrifuge for 20 minutes at aibotit 2,000 
r.p.m.

Note: Do not rinse with additional solvent 
since this would introduce an unknown in 
the volume from which the aliquot in step 5 
below is taken.

5. Immediately transfer 30 milliliters of 
supernatant liquid (measured with a  grad
uated cylinder) to a 250-milliliter separatory 
funnel.

Note: The aliquot should be taken soon 
after centrifuging. Otherwise the solids tend 
to expand and reduce the amount of super- 
nate which can be decanted.

Note: Smaller aliquots may be taken in 
oases where the liquid yield is less than so 
milliliters. In  a  series of samples the calcula
tions may he expedited by using a uniform  
aliquot size for all samples and standard 
recoveries in the series.

6. Extract the supemate from step 5 above 
about 20 seconds with 30 milliliters of car
bon tetrachloride (OCLJ. Transfer the CC1< 
fraction (lower phase) to a  300-milliliter 
evaporating flash. Extract the aqueous meth
anol phase with two more 30-milliliter por
tions of CClj and combine the extracts. 
Stopping place. Evaporate the combined OCl4 
fractions to dryness by rotary vacuum 
evaporation using a water bath at about 
50° C.

Note: I f  the OCl4 fractions are cloudy or 
appear to contain emulsion, the C d 4 should 
be filtered through anhydrous sodium sul
fate into the evaporating flask.

7. Prepare a  silica gel column for each 
sample as follows:

a. Place about 10 milliliters of dichloro- 
methane (CH,C12) into a  14 x 250-millimeter 
glass chromatographic column. Insert a glass 
wool pledget and tamp with a  glass stirring 
rod to eliminate air bubbles.

b. Add 10 milliliters (about 4.8 grams) of 
silica gel to the column through a  powder 
funnel.

c. Add about 5 milliliters of dichloroxneth- 
ane (CH2C12) to the top of the column and 
stir the silica gel with a stirring rod to elimi
nate air bubbles..

d. After the silica gel has settled, add 
about 2 centimeters of anhydrous sodium 
sulfate to the column layering it carefully 
to avoid disturbance of the silica gel surface.

e. Drain the CHjCl, to the top of the so
dium sulfate.

8. Dissolve the sample from step 6 above 
In 10 milliliters of CH2C12 and charge the 
chromatographic column with the solution 
at a flow rate of about 3 milliliters per 
minute.

9. Rinse the flask with 10 m il» l i t e r s  of 
CH2C12 and transfer the rinse to the column
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after all solution from step 8 above has 
passed into the column.

10. Develop the column with 75 milliliters 
of 50/50 diohloonomethane/chloroform (dis
card this fraction).

11. Place a 125-milliliter evaporating flask 
into position to receive the column eluaite

12. Elute the column with 75 milliliters of 
chloroform.

13. Evaporate the eluate to dryness by 
rotary evaporation.

14. Transfer the sample to a 15-milliliter 
glass sample vial with the aid of about 5 
milliliters of acetone (or chloroform) In 2 
or 3 .portions. Evaporate the acetone under 
a stream of compressed air and close the vial 
with an aluminum-lined screwcap.

15. Dissolve the sample in 1.0 milliliter of 
nanograde benzene.

16. Assay the sample by gas-liquid chro
matography as described in E below.

B. Extraction and purification of kidney 
samples.

1. Process kidney samples exactly as de
scribed for muscle and liver in A, steps 1 
through 6, above.

2. Prepare an alumina column for each 
sample as follows:

a. Place about 10 milliliters o f CH^Cl, into 
a 14 x 250-millimeter glass chromatographic 
column. Insert a  glass wool pledget and 
tamp with a glass stirring rod to eliminate 
air bubbles.

b. Add 10 milliliters of alumina to the 
column through a powder funnel.

c. Add about 5 milliliters of CH2C12 to the 
top of the column and stir the alumina with 
a stirring rod to eliminate air bubbles.

d. After the alumina has settled, add 
about 2 centimeters or anhydrous sodium 
sulfate to the column, layering it carefully 
to avoid disturbance of the alumina surface.

e. Drain the CEL,Cl, to the top o f the 
sodium sulfate.

3. Dissolve the kidney sample In 10 milli
liters of CHjCl, and charge the chromato
graphic column with the solution at a  flow 
rate of about 3 milliliters per minute.

4. Rinse the flask with 10 milliliters of 
CHL̂ Clj and transfer the rinse to the column 
after all solution from step 3 above has 
passed into the column.

5. Develop the column with 75 milliliters 
of CHgClj and discard this fraction.

6. Place a 125-milliliter evaporating flask 
into position to receive the column eluate.

7. Elute the column with 75 milliliters of 
chloroform.

8. Continue exactly as in steps 13 through 
16 in A above.

Note: The suitability of each lot of alu
mina should be evaluated prior to its use for 
experimental samples. This Is done by assay
ing duplicate 1-microgram ohlormadinone 
acetate standard samples by the alumina 
column procedure as described in steps 2 
through 7 above. The sample is then evap
orated, dissolved in 1 milliliter of benzene, 
and subjected to gas chromatographic meas
urement. Percent recovery as compared to a 
1 mcg./ml. standard should be 90 to 100 
percent.

C. Extraction and purification of fat 
samples.

1. Weigh a representative 15-gram sam
ple of fat into a 250-milliliter beaker.

2. Warm the fat on a steam bath until the 
sample melts or becomes semisolid.

3. Dissolve the fat in 125 milliliters of hex
ane and allow the sample to cool to room 
temperature. Mix the sample with a glass 
stirring rod to effect solution of the fat.

4. Prepare a funnel with approximately 
a iy2-inch bed of anhydrous sodium sulfate. 
Pass the hexane solution of fat through the 
sodium sulfate into a 250-milliliter separa
tory funnel.

N o t e : This step removes connective tissue 
and other hexane Insoluble materials.

5. Wash the sodium sulfate with two 15- 
mllllliter portions of hexane.

6 . Extract the hexane fraction about 20 
seconds with 30 milliliters of acetonitrile. 
Pass the acetonitrite (lower phase) through 
a sodium sulfate bed into a 3 0 0 -mllliliter 
evaporating flask.

7. Repeat step 6 above with 3 additional 
30-milliliter portions of acetonitrile and 
combine the extracts.

8 . Wash the sodium sulfate with 10 milli
liter of acetonitrile and evaporate the 
acetonitrile fraction to dryness by rotary 
vacuum evaporation.

9. Dissolve the sample in 10 milliliters of 
ddchloromethane and purify by silica gel 
column chromatography exactly as described 
in steps 7 through 14 under A above.

10. Assay the sample by gas-liquid chro
matography as described In E below.

D. Preparation of control and standard 
recovery samples. I f  control tissues are avail
able, one control and one standard recovery 
sample are assayed with each day’s experi
mental samples. Control tissues are assayed 
exactly as described in A, B, and C above. 
Standard recovery samples are prepared by 
fortifying control tissues with ohlormadinone 
acetate at a level of 0.05 part per million as 
follows:

1. Muscle, liver, $nd kidney—weigh 20 
grams of tissue into a half-pint Mason jar 
and add 1 .0  milliliter of a methanol solution 
containing 1  mcg./ml. ohlormadinone acetate 
(standard solution B ) .

2. Pat—weigh 15 grams of fat into a 250- 
milliliter beaker and add 0.75 milliliter of 
1 mcg./ml. standard solution B.

N o t e : A 1-milliliter measuring pipette 
graduated in 0 .0 1 -milliliter Increments Is 
ordinarily used for this purpose.

3. Process the standard recovery exactly 
as in A, B, and C above.

E. Measurement. Samples from A, B, and 
* C above are measured by gas-liquid chro

matography (GLC ) using an instrument 
equipped and adjusted as described in H 
below.

1. Prepare a l-mcg./ml. ohlormadinone 
standard in benzene by pipetting 1  milliliter 
of standard solution B into a sample vial, 
evaporating to dryness under compressed air, 
and redissolving In 1  milliliter of nanograde 
benzene.

2. Condition the gas chromatographic 
column each day prior to assay of experi
mental samples.

a. Inject 1 microliter of the 50 mcg./ml. 
standard (solution A ) into the GLC 
instrument.

b. Inject 1-microliter portions of nano
grade benzene until the chromatogram 
shows no ohlormadinone acetate peak.

3. Adjust the GLC instrument to give a 
peak height of about 3 centimeters (2.5 to 
3.5) upon injection of 1 microliter of 1-mcg./ 
ml. standard from step 1  above).

N o t e : The injection technique Is “injec
tion by difference” using plug injection as 
described in the “U.S. Health, Education, 
and Welfare Pesticide Analytical Manual,” 
vol. I, July 1965, section 2.17, page 7.

4. Inject repeated 1-microliter samples of 
the l-mcg./ml. standard (step 1 ) until suc
cessive injections show a reproducibility of 
peak height of about ± 5  percent.

5. Inject 1 microliter of the 0.05 part per 
million standard recovery sample until suc
cessive injections shows a reproducibility of 
peak height of about ± 5  percent.

6 . Inject 1 microliter of each experimental 
sample.

N o t e :  If an experimental sample gives a 
response in excess of twice that of the 
l-mcg./ml. standard, the sample should be 
diluted with benzene and reassayed. This will
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necessitate making the appropriate changes prepared, use periodic injections of the
in the calculation.

7. Repeat injection of the 0.05 part per 
million standard recovery sample after each 
4 or 5 experimental samples to compensate 
for slight changes in Instrument parameters.

Note: I f  a  standard recovery sample is not

l-mcg./ml. standard.
8. Measure the peak height of Chlormadi

none acetate in centimeters for all samples 
and standards.

F. Calculation of Chlormadinone acetate 
in muscle, liver, and kidney.

1. Percent recovery =  ̂  X 1.8 X 100. w h „e  pH= peak height.

2. Calculation of residue in parts per million (mcg./g.) when standard recovery at 0.050 
part per million are run with assay samples :

Sample pH
Standard recovery pH X 0  05 mcS-/g.=mcg./g. chlormadinone acetate in assay sample.

This computation is recommended since the assay samples are compared directly to the 
0.050-part per million standard recovery. This practice compensates for recovery factors 
encountered and aliquots taken during the assay procedure.

3. When a standard recovery sample is not prepared with the assay samples:
_  i ' pH sample
Port per mllll<m=

1.0 ml. benzene (2.0Xsample weight+0.7x  sample weight)
^  30 ml. aliquot ^  ~  Sample weight

This equation reduces to : .
pH sample

pH riirPf-t. cfamritrrt X 0.09=Parts per million of chlormadinone acetate in assay sample.

The above equation is based on the assumption that muscle, liver, and kidney contain 
70 percent water. Further, the total volume (milliliters)* of liquid obtained after blending 
is assumed to be 2.7 times the tissue weight; for example, 2 milliliters of methanol per 
gram of tissue and 0.7 milliliter of water per gram of tissue. These assumptions are not 
absolutely correct became of slight differences in the water content of tissues the 
slight volume change which occurs when, methanol and water are combined; however, the 
assumptions are considered to be accurate enough for practical purposes.

G. Calculations of chlormadinone acetate in fat. Since the fat samples are sampled by 
exhaustive extraction rather than by aliquot, a different calculation is necessary.

„ „   ̂ pH recovery sample
1. Percent recovery = -■ _  „— -— ---------— v  i 3 3  y  10 0

/  pH direct standard A A
2 . Calculation of residue in parts per million when a standard recovery sample at 0.05 

part per million is included:

pH sample
pH standard recovery ̂  mcg./g.—mcg./g. chlormadinone acetate.

3. Calculation of residue when no standard recovery is Included: 
pH sample l.Omcg./ml. 1

pH direct standard A  1.0 ml. A  Sample

H. Gas-liquid chromatography.
I. Instrument parameters.
a. Jarrell-Ash Model 28-700.
Column— 16 inches of packing in 4-milli

meter i.d. borosillcate glass.
Packing— 1.5 percent XE-60 on Gas Chrom 

Q80/100 mesh.
Column temperature— 220° C.
Cell temperature— 210° C.
Injector temperature— 250° C.
Electrometer range— IX10-® amperes full 

scale.
Detector—electron affinity with plane par

allel electrodes.
Detector voltage —  to give 70 percent of 

standing current.
Carrier gas— prepurified nitrogen 170 ml./ 

min.
b. F and M Model 402.
Column—*16 inches of packing in 4-milli

meter i.d. borosillcate glass column.
Column packing— 1.5 percent XE-60 on 

Gas Chrom Q80/100 mesh.
Detector —  electron capture —  tritium 

source.
Column temperature— 250° C.
Cell temperature— 200° C.
Flash Heater— 305° C.
Pulse— 150 /»sec.
Range and attenuation— to obtain a peak 

height of 2.5 to 3.5 centimeters with Injec
tion of 1.0 /tl of a 1.0 meg./ml. standard in 
benzene.

Carrier gas— argon/methane 90/10.

weight= meg./chlormadinone acetate.

Gas flow— 190—200 milliliters per minute.
Under these conditions, the retention time 

of ohlormadinone acetate is approximately 5  
minutes.

§ 556.140 Chlorobutanol.
A tolerance of zero is established for 

residues of chlorobutanol in milk from 
dairy animals.
§ 556.150 Ch'lortetracycline.

Tolerances are established for residues 
of chlortetracycline in food as follows:

(a) In edible tissues and in eggs of 
chickens, turkeys, and ducks:

(1) 4 parts per million in uncooked 
kidney.

(2) 1 part per million in uncooked 
muscle, liver, fat, and skin.

(3) Zero in eggs.
(b) In edible tissues of swine:
(1) 4 parts per million in uncooked 

kidney.
(2) 2 parts per million in uncooked 

liver.
(3) 1 part per million in uncooked 

muscle.
(4) 0.2 part per million in uncooked 

fat.
(c) In edible tissues of calves;

(1) 4 parts per million in uncooked 
liver and kidney.

(2) 1 part per million in uncooked 
muscle and fat.

(d) In edible tissues of beef cattle and 
nonlactating dairy cows:

(1) 0.1 part per million in uncooked 
kidney, liver, and muscle.

(2) Zero in uncooked fat.
(e) Zero in milk.

§ 556.160 Clopidol.
Tolerances for residues of clopidol 

(3,5 - dichloro-2,6-dimethyl-4-pyridinol) 
in food are established as follows:

(a) In  cereal grains, vegetables, and 
fruits: 0.2 part per million.

(b) In chickens and turkeys:
(1) 15 parts per million in uncooked 

liver and kidney.
(2) 5 parts per million in uncooked 

muscle.
(c) In  cattle, sheep, and goats:
(1) 3 parts per million in uncooked 

kidney.
(2 ) 1.5 parts per million in uncooked 

liver.
(3) 0.2 part per million in uncooked 

muscle.
(d) In swine: 0.2 part per million in 

uncooked edible tissues.
(e) In  milk: 0.02 part per million 

(negligible residue).
§ 556.170 Decoquinate.

Tolerances are established for residues 
of decoquinate in the uncooked edible 
tissues o f chickens as follows:

(a) 2 parts per million in tissues other 
than skeletal muscle.

(b) 1 part per million in skeletal mus
cle.
§ 556. 180 Dichlorvos.

A tolerance of 0.1 part per million is^ 
established for negligible residues of di
chlorvos (2,2-dichlorovinyl dimethyl 
phosphate) in the edible tissues of swine.
§ 556.190 Diethylstilbestrol.

(a) No residues of diethylstilbestrol 
may be found in the uncooked edible tis
sues of beef cattle and sheep after 
slaughter or in any food yielded by or 
derived from the living animal.

(b) The method of examination pre
scribed for the quantitative determina
tion of estrogenic activity is the method 
of E. J. Umberger, G. H. Gass, and J. M. 
Curtis published in “Endocrinology,” 
volume 63, page 806 (1958) .*

(c) The method of examination pre
scribed for the qualitative identification 
of estrogenic activity as diethylstilbestrol 
is as follows:

(1) (i) Extract the diethylstilbestrol 
with alkali from a suitably prepared 
sample of fat dissolved in isooctane; or

(ii) Extract the diethylstilbestrol with 
ethyl alcohol from lean meat or liver, 
followed by hydrolysis of the alcohol ex
tractive with dilute hydrochloric acid.

(2) Either of the solutions of diethyl
stilbestrol described in paragraph (c) 
(1) of this section is next extracted with

x Copies may be obtained from: Food and 
Drug Administration, Bureau of Foods, 200 
C St. SW., Washington, DC 20204.
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(3) The chloroform extractive of di- 
ethylstilbestrol is then extracted with 1 
percent sodium hydroxide, and the re
sulting solution is acidified.

(.4) The hormone is reextracted from 
the acidified solution with chloroform. If 
the solution is colored, the extraction 
procedures may be repeated.

(5) The chloroform is evaporated and 
the remaining residue is dissolved in a 
suitable volume of methyl alcohol for 
identification of the diethylstilbestrol, as 
follows:

(i) ' Impregnate Whatman No. 1 filter 
paper with a solution of 40 percent form- 
amide in methyl alcohol, blot it lightly, 
and dry for 5 minutes.

(ii) Spot an aliquot of the methyl al
cohol solution on the paper.

(iii) Similarly, spot an aliquot of 
methyl alcohol solution of Reference 
Standard diethylstilbestrol for identifica
tion comparison.

(iv) Place the paper in a chromato
graphic tank and develop, using the con
tinuous ascending technique, either with 
the solvent system heptane: toluene: :1:4 
for 2.5 hours, or the solvent system cyclo
hexene :cyclohexanol:: 98:2 for 45 min
utes. ^

(v) Remove the paper from the tank 
and, while still wet, irradiate it with 
ultraviolet light from a 15-watt germi
cidal lamp for 1 minute.

(vi) Observe fluorescence through a 
black-light viewing apparatus.
§ 556.200 Dihydrostreptomycin.

A tolerance of zero is established for 
residues of dihydrostreptomycin in un
cooked edible tissues of calves, in milk 
from dairy animals, and in any food in 
which such milk has been used.
§ 556.210 Dimetridazole.

A tolerance of zero is established for 
residues of dimetridazole in the uncooked 
edible tissues and eggs of turkeys.
§ 556.220 3,5-Dinitrobenzamide.

No residues of 3,5-dinitrobenzamide 
may be found in the uncooked edible tis
sues of chickens as determined by the 
following method of analysis:

I. Method of analysis— 3,5-dinitrobenzam
ide. A method for 3,5-dinitrobenzamide (3,5- 
DNBA) in chicken tissues Is described with 
a cleanup step that removes most of the 
Interfering materials, thus allowing uncom
pensated measurements to be read. The 3.5- 
DNBA is extracted from the sample with 
acetone and chloroform and prepared for 
chromatography by removing the aqueous 
phase in a separatory funnel and the solvents 
in a flash evaporator. The extract residue is 
chromatographed on alumina to remove sev
eral lipid components and residues of other 
drugs. The benzamide eluate is passed 
through a column of Dowex-50 resin, or 
equivalent, to remove arylamines; for ex
ample, 3-amino-5-nitrobenzamide. The 3,5- 
DNBA fraction is reduced, after removal of 
alcohol, with TiCl, in basic solution to an 
arylamine, presumably 3',5-diaminobenzam- 
ide. The reduced fraction is placed on an
other Dowex-50 column, most of the inter
fering substances are removed with washings

of alcohol and water, and the arylamine resi
due is eluted with 417 HC1. Colorimetric 
measurement is made in a 100-millimeter 
cell at 530 millimicrons after reacting the 
residue with Bratton-Marshall reagents.

II. Reagents. A. Acetone.
B. Acetyl -  (p - nitrophenyl)-sulfanilamide 

(APNPS) standard— melting point range 264°
0.-267° C. Weigh and transfer 10 milligrams 
of APNPS to a 100-milliliter flask, dissolve 
and dilute to volume with acetone.

C. Alumina— activated P-20, 80-200 mesh, 
Aluminum Co. of America, or equivalent sub
stance.

D. Ammonium sulfamate.
E. Ammonium sulfamate solution— 1.25 

grains of ammonium sulfamate per 100 milli
liters of water. Refrigerate when not in use. 
Prepare fresh weekly.

P. Cation-exchange resin— Dowex 50W-X8, 
200-400 mesh, Baker Analyzed Reagent, or 
equivalent, prepared as follows: *

1. Place 500 grams of resin into a 3-liter 
beaker.

2. Add 2,000 milligrams of 617 HC1.
3. Heat and stir while on a bath at 80° C. 

for 6 hours. Discontinue heating and con
tinue stirring overnight.

4. Filter the resin on a Buchner funnel (24 
cm.) fitted with Whatman No. 1 paper.

5. Wash the resin bed with four 500-milli
liter portions of 617 HC1.

6. Wash the resin bed with 500-Ynilliliter 
portions of deionized water until the effluent 
has a pH or 5 of higher.

7. Wash the resin bed with three 400-milli
liter portions of specially denatured alcohol 
3A. Drain thoroughly.

8. Make a slurry of resin in 1,250 milliliters 
of specially denatured alcohol 3A.

G. Chloroform.
H. Coupling - reagent— 0.25 gram of 17-1- 

naphthyl-ethylenediamine dihydrochlorlde 
per 100 milliliters of water. Refrigerate when 
not in use. Prepare fresh weekly.

I. 3,5-Dinitrobenzamide (3,5-DNBA stand
ard) . Add to boiling specially denatured alco
hol 3A until a saturated solution is obtained 
and treat with activated carbon, filtered and 
crystallize by cooling to room temperature. 
The 3,5-DNBA therefrom is treated a second 
time with activated carbon and then recrys
tallized three more times from specially de
natured alcohol 3A. The third crystallization 
is washed with diethyl ether and dried in a 
vacuum desiccator, melting point range 185°
C.-186° C.

J. Ethyl alcohol— absolute, A.C.S.
• K. Eluting reagent A. The formula and 

volume required in procedure step V -D  is 
dependent on the adsorptive strength of the 
A1„0̂ . For each lot A120 3, make the follow
ing test:

1. Prepare a column (see procedure step 
V -D  for determining formula and volume to 
eluting reagent A ) .

2. Transfer 1 milliliter of APNPS standard 
(100 micrograms per milliliter) in 75 milli
liters of chloroform to the column.

3. Wash the column with 100 milliliters of 
chloroform and discard the eluate.

4. Pass through 100 milliliters of solution 
consisting of specially denatured alcohol 3A 
and ethyl alcohol 1:1 (volume to volume). 
Collect one 50-milliliter and five 10-milliliter 
portions; these make up the first, second, 
third, fourth, fifth, and sixth portions of 
eluate.

5. Place in beakers under a stream of air 
on a water bath (90° C.) until the solvents 
are evaporated.

6. Add lO milliliters of 417 HC1 to each, 
cover with watch glasses and heat (90° C.) 
for 30 minutes; cool to room temperature.

7. Add the Bratton-Marshall reagents.
8. All fractions show a slight color. Note 

the portion containing the first significant 
increase in pink color.

a. I f  the color increases in the second, 
third, or fourth portions of eluate, the for
mula in procedure step V -D  is suitable and, 
depending on the portion, 45, 55, or 65 milli
liters, respectively, should be used in pro
cedure step V-D4. Thereby, the APNPS is re
tained on the column and the benz amides 
are eluted.

b. If the color increases in the first portion, 
the. eluting strength of the reagent is too 
strong. Return the test, substituting 1:4 
(yolume to volume) in procedure step V-D4. 
If 1:4 (volume to volume) is too strong, re
run with ethyl alcohol in procedure step 
V-D. If none of these are suitable, another 
lot of A120 3 should be used.

c. If the color increases in the fifth or 
sixth portion, the eluting strength of the re
agent is too weak. Rerun the test, substitut
ing in procedure step V-D4, respectively, 4:1 
(volume to volume), specially denatured al
cohol 3A: methyl alcohol, 4:1" (volume to 
volume), until a suitable formula is found. 
If none of these are suitable, another lot of 
A1„03 should be used.

L. Hydrochloric acid, 417. Add two volumes 
of water to one volume of HC1.

M. Diatomaceous earth— Hyflo Super Cel, 
Johns-Manville Co., or equivalent substance.

N. J7-1-Naphthylethylenediamine dihydro
chloride.

O. Sodium hydroxide solution, 1017. Dis
solve 100 grams of sodium hydroxide in water 
and dilute to 25 milliliters.

P. Sodium nitrite solution— 0.25 grams of 
sodium nitrite per 100 milliliters of water. 
Refrigerate when not in use. Prepare fresh 
weekly.

Q. Specially denatured alcohol, formula 
3A-100 parts of 190-proof ethyl alcohol plus 
5 parts of commercial methyl alcohol.

R. Titanium (ous) chloride— 20 percent 
solution.

HI. Special apparatus. A. Absorption cells—  
Beckman No. 75195 matched set of two cylin
drical silica cells with 100 millimeter optical 
length, or equivalent cells.

B. Autotransformer— type 500B, or equiva
lent. To regulate speed of mixer.

C. Centrifuge.
D. Centrifuge tubes— 50-milliliter size 

with glass stopper.
E. Chromatography tubes— Coming No. 

38460, 20 millimeters x 400 millimeters and 
having a tapered 29/42 Joint with coarse, 
fritted disc, or equivalent tubes.

P. Evaporator— vacuum, rotary, thin film.
G. Ion-exchange column— as described by 

Thiegs et al. in "Determination of 3-amino- 
5-nitro-o-toluamide (ANOT) in chicken tis
sues” published in “Journal of Agricultural 
and Pood Chemistry,” volume 9, pages 201- 
204 (1961).

H. Glycerol manostat. For regulating pres
sure on columns: To Al,On columns, 15-inch 
head pressure; to ion-exchange columns, 30- 
inch head pressure.

I. Motor speed control. For regulating 
speed on 1-quart blendor.

J. Volumetric flasks— 50 milliliter size, 
actinic ware.

K. Mixer—Vortex Jr. Model K-500-1, Sci
entific Industries, Inc., or equivalent mixer.

L. One-quart blendor.
M. Water bath (45° C.-50* C .).
N. Water bath (90° C .).
IV. Standard curve. A. 1. Weigh 100 milli

grams of 3,5-DNBA and transfer to a 1-liter 
volumetric flask with acetone.

2. Dissolve and dilute with acetone to 
volume.

3. Dilute 1 milliliter to 100 milliliters.
4. Add 5.0 milliliters of water to each of 

six centrifuge tubes.
5. Add standard to each of the tubes to 

contain one of the following amounts; 0.0,
1.0 2.0, 3.0, 5.0, and 10.0 micrograms of 
3,5-DNBA.
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B. Prepare each tube for colorimetric 
measurement as follows:

1. Place the tube in a hot water bath 
(90° C.) until 5.0 milliliters remain. Oool to 
room temperature.

2. While mixing on Vortex mixer, or 
equivalent, regulated with an autotrans
former, add 2 drops of TiCl, and 4 drops of 
ION NaOH. Continue mixing until chalky- 
white in appearance.

3. Add 2 milliliters of HC1, mix, and allow 
to stand for 5 minutes.

4. Transfer to 50-milliliter volumetric flask 
and dilute with 41V HC1 to 40-45 milliliters.

5. Cod to 0° C.-50 C. by placing in a 
freezer or ice bath.

6. Perform the Bratton-Marshall reaction 
in subdued light as follows:

a. Add 1 milliliter of sodium nitrite re
agent. mix, and allow to stand for 1 minute.

b. Add 1 milliliter of ammonium sufamate 
reagent, mix, and allow to stand for 1 minute.

c. Add 1 milliliter of coupling reagent, mix, 
and allow to stand for 10 minutes.

d. Dilute to volume with 4IV HC1.
C. Perform colorimetric measurement at 

530 millimicrons as follows:
1. Fill two matched 100-millimeter cells 

with 41V HOI and place into spectrophotom
eter.

« 2. Adjust dark current.
3. Adjust to zero absorbance.
4. Replace acid in cell of sample side of 

compartment with standard to be measured.
5. The standard curve should be run five 

different times. Plot equivalent concentration 
in tissue versus mean absorbance at each 
concentration. If computer is available, a 
better procedure is to calculate the equation 
of the standard curve by means of least 
squares.

V. Procedure. A. Extraction. 1. Mince 350 
grams of tissue in a 1-quart blending Jar for 
3 minutes. Use samples obtained from either 
freshly killed or quickly frozen birds. The 
latter should be analyzed as soon as thawed. 
For fibrous meats (for example, muscle, 
skin) put through a meat grinder before 
mincing.

2. Weigh 100 ±0.5 grams of each replicate 
sample in a 150-milliliter beaker. Analyze 
each sample in triplicate and average the 
results. Reproducibility of ±10 percent be
tween such analyses has been obtained.

3. Transfer the sample to a 1-quart blen- 
dor Jar. For kidney and liver tissues, make a 
slurry with acetone in the weighing beaker. 
Transfer with several rinses of acetone.

4. Blend the sample for 5 minutes with 
250 milliliters of acetone and a 100-milliliter 
beakerful of diatomaceous earth.

5. Filter through a Buchner funnel con
taining a wetted Whatman No. 5 filter paper 
(12.5 cm.) into a 1-liter suction flask.

6. Rinse the'blendor Jar into the funnel 
with three 25-milliliter portions of acetone.

7. Transfer the pulp, and paper from the 
funnel to the aforementioned blender Jar.

8. Add 250 milliliters of chloroform.
9. Blend for 3 minutes.
10. Filter through the aforementioned ap

paratus of procedure step V-A5. For rapid 
filtration of skin and blood samples, prepare 
funnel by "adding diatomaceous earth and 
tamping evenly over paper to a thickness of 
3 to 5 millimeters.

11. Rinse the blendor Jar into the funnel 
with three 25-milliliter rinses of chloroform.

B. Phasic separation. 1. Pour the combined 
filtrates into a 1-liter separatory funnel.

2. Rinse the suction flask twice with 25 
milliliters of chloroform.

3. Mix the funnel contents by gently rock
ing and swirling for 30 seconds.

4. Let stand 10 minutes to allow phases 
to separate.

a. The upper (aqueous) phase (30 to 50 
milliliters) is not always emulsion-free.

RULES AND REGULATIONS
Losses from emulsions have not been signifi
cant.

b. If an upper (aqueous) phase does not 
appear, add an additional 100 milliliters of 
chloroform and 10 milliliters of water and 
repeat procedure step V-B3.

5. Withdraw the lower phase into a 1-liter 
round-bottom flask, and discard upper phase. 
Withdraw nearly all of the lower phase, let 
stand for 2 to 3 minutes, then withdraw the 
remainder.

C. Evaporation. Attach the flask on a thin- 
fllm rotary evaporator connected to a vac
uum supply, and place in a water bath main
tained at 45° C.-500 C. until an oily residue 
remains. Do not overheat the sample or allow 
to go to dryness.

D. Adsorption chromatography. 1. Prepare 
a chromatography column using a column 
with calibrated etchings to indicate appro
priate adsorbent and solvent levels as follows:

a. Fill tube to a depth of 60 millimeters 
with A12Os.

b. Tap walls gently with hands.
c. Add anhydrous sodium sulfate to an ad

ditional depth of 25 millimeters.
d. Wet and wash column with 50 milli

liters of chloroform.
1. t>uring chromatography, make each ad

dition to the tube when the liquid level has 
reached the top of the sodium sulfate layer.

ii. Increase the percolation rates by ap
plying a slight air pressure to the top of the 
column.

2. Transfer the residue from procedure 
step V—C to the column with four 15-milli- 
liter rinses of chloroform. Then rinse the 
walls of the tube and sodium sulfate layer 
with three 5-milliliter portions of chloro
form. Percolation rate: 15 to 25 milliliters 
per minute. No color from sample should be 
seen in sodium sulfate layer after final rinse.

3. Wash column with 100 milliliters of 
chloroform. Discard eluate.

4. Add 75 milliliters of eluting reagent A 
and collect eluate A in a 250-milliliter beaker 
for cation-exchange chromatography.

a. Refer to “Eluting reagent A” under 
“Reagents” (II -K ) for determining formula 
and volume.

b. Percolation rate: 8 to 12 milliliters per 
minute.

E. Cation-exchange chromatography— No.
1. 1. Prepare an ion-exchange column as 
follows:

a. Add a uniform slurry of resin to the 
column to obtain a 4 to 5 centimeter bed 
depth after settling.

1. Obtain a uniform slurry using a mag
netic stirrer. To add the required amount 
of resin, calibrate the slurry and transfer it 
with a 10-milliliter pipette to deliver a re
producible volume.

ii. Increase the flow rate to 2 to 4 milli
liters per minute by applying air pressure to 
the column. A glycerol manostat adjusted to 
30 inches and attached between an air sup
ply and column provides adequate pressure. 
/ b. Wash the resin with 10 milliliters of 
eluting reagent A. Discard eluate.

2. Pass eluate A from procedure step V-D4 
through the column. Collect in a 250-milli
liter beaker.

3. Pass 50 milliliters of specially dena
tured alcohol 3A through the column. Com
bine with the eluate of procedure step V-E2.

F. Reduction. 1. Place the eluate A frac
tion from procedure step V-E3 on a hot 
water bath (90° C.) and evaporate with a 
stream of air until 5 to 10 milliliters remain. 
Do not overheat the sample or allow the 
sample to go to dryness.

2. Transfer to centrifuge tube and rinse 
beaker three times with 3 milliliters of spe
cially denatured alcohol 3A.

3. Evaporate on a hot water bath (90° C.) 
under a stream of air until alcohol has

13949
evaporated. Do not overheat the sample or 
allow the sample to go to dryness.

4. Remove the tube from the water bath 
and immediately add 5.0 milliliters of water.

5. While mixing, add 2 drops of titanium 
chloride and 4 drops of ION sodium hydrox
ide. Continue mixing until greyish color 
disappears.

a. Mix on Vortex Jr. mixer, or equivalent, 
regulated with autotransformer.

b. Precipitate of insoluble tissue sub
stances and white titanium salts is present 
after reduction is complete.

6. Dilute to 50 milliliters with specially 
denatured alcohol 3A and mix.

7. Centrifuge for 5 minutes at 2,000 r.p.m.
G. Cation-exchange chromatography— No.

2. 1. Prepare resin column by procedure step 
V-E.

2. Pass the centrifugate of procedure step 
V-F7 through column. Use three rinses of 
specially denatured alcohol 3A, each 5 milli
liters, to aid in transferring of sample.

3. Pass 50 milliliters of specially denatured 
alcohol 3A through the column.

41 Pass 50 milliliters of deionized water 
through the column.

5. Elute arylamine residue from the resin 
with 40 to 43 milliliters of 4N  HC1 into a 50- 
milliliter volumetric flask (actinic ware) for 
3,5-DNBA analysis. Avoid direct sunlight. The 
arylamine has been found to be photosensi
tive.

H. Color development and measurement. 1. 
Cool to 0° C.—5° C. by placing in a freezer or 
ice bath.

2. Perform the Bratton-Marshall reaction 
in subdued light as follows:

a. Add 1 milliliter of sodium nitrite re
agent, mix, and fellow to stand for 1 minute.

b. Add 1 milliliter of ammonium sulfamate 
reagent, mix, and allow to stand for 1 minute.

c. Add 1 milliliter of coupling reagent, mix, 
and allow to stand for 10 minutes.

d. Dilute to volume with 4N  HC1.
3. Perform colorimetric measurement at 

530 millimicrons as follows:
a. Fill two matched 100-mlllimeter cells 

with 4N  HC1 and place into Instrument.
b. Adjust dark current. ■»
c. Adjust to zero absorbance.
d. Replace acid in cell of sample side of 

compartment with sample to be measured.
e. Record absorbance observed.
I. Calculations. Determine parts per billion 

(observed) from the standard curve.

§ 556.230 Erythromycin.
Tolerances for residues of erythromy

cin in food are established as follows:
(a) 0.1 part per million (negligible res

idue) in uncooked edible tissues of swine.
(b) Zero in the uncooked edible tissues 

of beef cattle and in milk.
(c) 0.025 part per million in uncooked 

eggs.
(d) 0.125 part per million (negligible 

residue) in uncooked edible tissues of 
chickens and turkeys.
§ 556.240 Estradiol benzoate.

(a) No residues of estradiol benzoate 
may be found in the uncooked edible tis
sues of heifers, lambs, and steers.

(b) The method of examination pre
scribed for the quantitative determina
tion of estradiol benzoate is as follows: 
Incorporate the finely ground tissues in 
the diet of immature mice, and assay by 
the mouse uterine weight method of 
E. J. Umberger, G. H. Gass, and J. M. 
Curtis, published * in ‘'Endocrinology.” 
Volume 63, page 806 (1958).*

See footnote on p. 13950.
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§ 556.250 Estradiol monopalmitate.
(a) No residues of estradiol monopal

mitate may be found in the uncooked 
edible tissues of chickens.

(b) The method of examination pre
scribed for the quantitative determina
tion of estradiol monopalmitate is as fol
lows: Incorporate finely ground tissues 
of the treated chickens in the diet of im
mature mice and assays by the mouse 
uterine weight method of E. J. Umberger, 
J. H. Gass, and J. M. Curtis published in 
“Endocrinology,” volume 63, page 806 
(1958) .*
§ 556.260 Ethopabate.

Tolerance for residues of ethopabate 
converted to metaphenetidine are estab
lished in the edible tissues of chickens 
as follows:

(a) 1.5 parts per million in uncooked 
liver and kidney.

(b) 0.5 part per million in uncooked 
muscle.
§ 556.270 Ethylenediamine.

A tolerance of zero is established for 
residues of ethylenediamine in milk.
§ 556.280 Furaltadone.

A tolerance of zero is established for 
residues of furaltadone in milk of dairy 
cows.
§ 556.290 Furazolidone.

A»tolerance of zero is established for 
residues of furazolidone in the uncooked 
edible tissues of swine.
§ 556.300 Gentamicin sulfate.- 

A tolerance of 0.1 part per million is 
established for negligible residues of- gen
tamicin sulfate in the uncooked edible 
tissues of turkeys.
§ 556.310 Haloxon.

A tolerance of 0.1 part per million is 
established for negligible residues of 
haloxon (3-chloro-7-hydroxy-4-methyl- 
coumarin bis(2-chloroethyl) phosphate) 
in the edible tissues of cattle, sheep, and 
goats.
§ 556.320 Hydrocortisone.

A tolerance is established for negligi
ble residues of hydrocortisone (as hydro
cortisone sodium succinate or hydrocor
tisone acetate) in milk at 10 parts per 
billion.
§ 556.330 HygromycinB.

A tolerance of zero is established for 
residues of hygromycin B in or on eggs 
and the uncooked edible tissues of swine 
and poultry.
§ 556.340 Ipronidazole.

No residues of ipronidazole (2-isopro- 
pyl-l-methyl-5-nitroimidazole) and its 
metabolite (1 -methyl-5-nitroimidazole- 
2-isopropanol) are found in the uncooked 
edible tissues of turkeys as determined 
by the following method of analysis:

1 Copies may be obtained from: Food and 
Drug Administration, Bureau of Foods, 200 
C St. SW., Washington, DC 20204.

RULES AND REGULATIONS

I. Method of An alysis

A. The assay procedure is suitable for the 
recovery and analysis of ipronidazole (1- 
methyl-2-isopropyl-5-nitroimidazole) and its 
metabolite l-methyl-5-nitroimidazole-2-iso- 
propanol from turkey tissue with a lower 
limit of 2 parts per billion using a 100-gram 
sample. Ipronidazole and its metabolite are 
extracted from muscle, liver, kidney, skin, 
fat, and blood with benzene in the presence 
of borax. The extract is purified by column 
chromatography on silica gel and the two 
compounds are determined separately by gas- 
liquid chromatography (G L C ).

B. The following aspects of the procedure 
must be carefully observed to insure good 
recoveries and reproducible results:

1. The sample in solution must be pro
tected from light at all times.

2. The ether eluent from the column must 
be shaken before division, and the division 
must be performed carefully to insure two 
equal portions.

3. No solution should be allowed to go to 
dryness during an evaporation step.

4. The compounds should not stand in or 
in contact with a basic solution or phase 
for any prolonged period of time.

5. The electron-capture detector should be 
standardized daily for both compounds.

6. For best results, the assay procedure 
must be completed in one working day.

n. Reagents

A. Sodium borate, tetra (Borax), AR.
B. Sodium chloride, AR.
C. Benzene, nanograde, Burdick & Jack- 

son, or equivalent.
D. Ethyl ether, anhydrous, AR, Mallinc- 

krodt, or equivalent. Open a fresh 1-pound 
can each day.

E. Silica gel, 100-200 mesh, Davision 
(Grace), or equivalent.

F. Hydrochloric acid, AR, 3N.
G. Sodium hydroxide, AR, 6N.
Note: Wash reagents F and G  three times 

with an approximately equal volume of ben
zene. Check purity by injecting 10 microliters 
of the third benzene wash onto GLC column 
for l-methyl-5-nltroimidazole-2-isopropanol. 
I f  necessary, repeat benzene wash until in
terfering peaks are no longer detected.

III. Apparatus

A. Grinders, Hobart KitchenAid Model 5A 
and Intedge Model C-2, or equivalent.

B. Centrifuge, International, Model K, or 
equivalent.

C. Lab-Line, Super-Mixer, variable speed, 
or equivalent.

D. pH-Meter with combination. mlcroelec- 
trode.

E. VJrtis Homogenizer, Model 45, with 
500-milliliter capacity amber flasks, or 
equivalent.

F. Centrifuge bottle, heavy duty, 500- 
milliliter, amber.

G. Centrifuge tubes, heavy duty, 50 milli
liter and 16-milliliter, amber, glass-stoppered.

H. Chromatographic column, 9 millimeters 
ID . x 150 millimeters long, Teflon stopcock, 
sintered glass disci clamp. Teflon seal, amber.

I. Chromatographic reservoir, .amber, 500- 
milliliter.

J . Graduated cylinder, 250-milliliter, 
amber.

K. Disposable Pasteur pipette connected 
to a l-liter vacuum flask by means of Tygon 
tubing.

L. Tracor Microtek MT-220 Gas Chro
matograph, or equivalent, equipped with 
electron capture detection (130/iC Nickel-63 
source) and 10-inch strip chart recorder or 
equivalent instrument.

M. 10-microliter syringe.
N. 4 feet of $4-inch O.D. stainless steel 

tubing.

0. Anakrom ABS 90-100 mesh (Analabs, 
or equivalent).

P. OV-17 phenyl methyl silicone (Ap
plied Science Laboratories, Inc., or 
equivalent).

Q. G.C. Peakometer (Alltek Associates, or 
equivalent!.

R. 6 feet of >4-inch O D . glass U-tube 
column.

S. Packing: 6 percent SE-30 silicone 
ultraphase (Pierce Chemical Co.) on Gas- 
chrom Q, 80-100 mesh (Applied Science 
Laboratories, Inc.).

Note : Wash glassware with detergent 
(Alkonox, or equivalent) and rinse with 
water, distilled water, and acetone. Prior to 
use, rinse with ether followed by benzene 
and drain thoroughly.

IV. Gas-Liquid Chromatographic 
Procedures

A. IPRONIDAZOLE

1. Preparation of GLC Column: Prepare 
the packing of 4.2 percent of OV-17 on 
Anakrom ABS 90-100 mesh using the 
filtration-fluidization technique (Bulletin 
No. 2A, Applied Science Laboratories, Inc.). 
The packed 4-foot x 4̂ -inch stainless steel 
column should be conditioned for 2 days at 
250° C. with nitrogen flowing through it. *

2. GLC Analysis: Use a 10-microliter 
samDle for injection. Area of the peak is used 
for the determination and is obtained as 
the product of the peak width at the half 
height and the peak height. This is ac
complished with the G.C. Peakometer or a 
conventional ruler. Instrument parameters 
for maximum sensitivity of 0.5 nanogram 
are shown below:

a. Column temperature: 190° C. ±1®.
b. Detector temperature: 265° C. ±1®.
c. Injection port temperature: 225® O. 

± 1®.
d. Carrier gas: PrePurifled Nitrogen 

(Matheson).
e. Carrier gas flow (outlet): 60 cubic 

centimeters per minute.
f. Electrometer: 1 x 10-®.
g. Attenuation setting: 102 x 16.̂
h. Recorder range: 1 millivolt.
i. Detector voltage: Adjusted daily accord

ing to Tracor operation and service manual 
to obtain the optimum voltage for operating 
the detector.

j. Approximate retention time: 1.5 min
utes (uncorrected).
B. I-M E T H Y L -5 -N IT R O IM ID A Z O LE -2 -IS O P R O P A N O L

1. Preparation of GLC Column: Prepare 
the packing of 6 percent SE-30 ultraphase 
(Pierce Chemical Co., or equivalent) on Gas- 
chrom Q, 80-100 mesh (Applied Science 
Laboratories, Inc., or equivalent) by the 
same method as described for the GLC 
column for ipronidazole. Silanlzing of the 
inside of the 6-foot x % -inch O.D. glass 
column is recommended. Prepare a fresh 
solution of dimethyldichorosilane in toluene 
(10 percent volume for volume) and pour 
into the U-tube to the top of both legs. 
Allow the column to stand for 10 minutes, 
remove the solution, and rinse the column 
with 300 milliliters of toluene. Then fill it 
with methanol, leave for 5 minutes, rinse 
with an additional 100 to 200 milliliters of 
methanol, and leave to dry. The column is 
now ready for use. The packed column 
should be conditioned overnight at 300® C. 
with low flow rate of nitrogen.

2. GLC Analysis: Use a 10-microliter sample 
for injection. Area of the peak is used for 
the determination and is obtained as the 
product of the peak width at half height and 
the peak height. Instrument parameters for 
maximum sensitivity of 0.5 nanogram are 
shown below:
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a. Column temperature: 189° C. ±1?.
b. Detector temperature: 265° C. ± 1 ° .
c. Injection port temperature: 225° C.

± 1°.
d. Carrier gas: PrePurified Nitrogen 

(Matheson).
e. Carrier gas flow (outlet): 60 cubic 

centimeters per minute.
f. Electrometer: 1 x 10-®.
g. Attenuation setting: 102 x 16.
h. Recorder range: 1 millivolt.
i. Detector voltage: Adjusted daily accord

ing to Tracor operation and service manual 
to obtain the optimum voltage for operating 
the detector.

J. Approximate retention time: 1.95 min
utes (uncorrected).

V. Preparation op External Reference 
Standard Solutions

The standard solutions for both iproni
dazole and l-methyl-5-hitroimidazole-2- 
isopropanol are prepared so as to be equiva
lent to 2 and 4 parts per billion levels of 
the compounds from 100-gram tissue sam
ples. Amber glassware must be used. The 
stock solutions may be kept for up to 1 week 
in the refrigerator.

A. IPRONIDAZOLE

1. Solution 1. l x  10-4 gram per milliliter:
10 milligrams analytical standard ipronida- 
zole in 100 milliliters of methyl alcohol (am
ber flask). „

2. Solution 2. 1 x 10-« gram per milliliter:
1.0 milliliter of stock Solution 1 in 100- 
mlllillter amber volumetric flask to volume 
with glass-distilled benzene.

3. Solution 3. 1 x 10-1 gram per milliliter: 
5 milliliters of stock Solution 2 in 50-milli- 
llter amber volumetric flask to volume with 
glass-distilled benzene. Inject 10 microliters 
on GC column for 2 parts per billion.

4. Solution 4. 2 x 10-T gram per milliliter: 
5 milliliters of stock Solution 2 in 25-milli
liter amber volumetric flask to volume with 
glass-distilled benzene. Inject 10 microliters 
on GO column for 4 parts per billion.
B. 1 - METHYL - 5-NITROIMID AZOLE - 2 -ISOPROPANOL

1. Solution 1. l x  lO-4 gram per milliliter: 
10 milligrams analytical standard 1-methyl-  
5-nitroimidazole-2-isopropanol in 100 milli
liters of methyl alcohol (amber flask).

2. Solution 2. l x  10-« gram per milliliter:
1.0 milliliter of stock Solution 1 in 100-milli
liter amber volumetric flask to volume with 
glass-distilled benzene.

3. Solution 3. 0.5 x 10-7 gram per milliliter:
5.0 milliliters of stock Solution 2 in 100-milli
liter amber volumetric flask to volume with 
glass-distilled benzene. Inject 10 microliters 
on GC column for 2 parts per billion.

4. Solution 4. 1.0 x 10-7 gram per milliliter:
5.0 milliliters of stock Solution 2 in 50-milll- 
liter amber volumetric flask to volume with 
glass-distilled benzene. Inject 10 microliters 
on GC column for 4 parts per billion.

VI. Recovery Study

For those using the method for the first 
time, a recovery study using fortified (spiked) 
tissue is recommended. The standard solu
tions for fortification are prepared from the 
basic stock solutions of ipronidazole and of 1- 
methyl-5-nitroimidazole-2-isopropanol with 
distilled water as the diluent. Amber glass
ware must be used. The following volumes of 
solutions were added to the 100-gram tissue 
sample prior to initial homogenization:

Spike level for Milliliters of Concentration 
ipronidazole ipronidazole solution per gram of 

3 (see V I, A ) tissue

psrts Per 2 2 X10-* gram,
billion.

* * 4 X  10-« gram,
billion.

Spike level for 
l-methyl-5- 

nitroimidazole- 
2-isopropanol

Milliliters of 1-methyl- Concentration 
5-nitroimidazole-2-iso- per gram of 

propanol solution 3 tissue 
(see V I, B)

2 parts per 
billion.

2 2 X  10-« gram.

4 parts per 
billion.

4 4 X 10-« gram.

A. IPRONIDAZOLE

1. Solution 1. l x  10-4 gram per milliliter: 
10 milligrams analytical standard ipronida
zole in 100 milliliters of methyl alcohol 
(amber flask). This is the same stock solu
tion used for the preparation of the external 
standard solutions.

2. Solution 2. l x  10-« gram per milliliter:
1.0 milliliter of stock Solution 1 in 100-milli
liter amber volumetric flask to volume with 
distilled water.

3. Solution 3. l x  10*7 gram per milliliter: 
5 milliliters of Solution 2 in 50-milliliter 
amber volumetric flask to volume with dis
tilled water.

B. 1-METHYL-5-NITROIMID AZOLE-2- 
ISOPROPANOL

1. Solution 1. l x  10'1 gram per milliliter: 
10 milligrams analytical standard 1-methyl- 
5-nitroimidazole-2-isopropanol in 100 milli
liters of methyl alcohol (amber flask). This 
is the same stock solution used for prepara
tion of the external standard solutions.

2. Solution 2. 1 x 10*« gram per milliliter:
1.0 milliliter of stock Solution 1 in 100-milli
liter amber volumetric flask to volume with 
distilled water.

3. Solution 3. 1 x 10-7 gram per milliliter: 
5 milliliters of Solution 2 in 50-milliliter 
amber volumetric flask to volume with dis
tilled water.

VII. Preparation op Silica Gel Column

A. Assemble the amber glass column ac
cording to the manufacturer’s instructions 
and pour 1.3-1.7 grams of dry activated silica 
gel (dried for 1 hour at 110° C.) in the col
umn. The silica gel column should be 3 to 4 
centimeters long after gently tapping the 
outside of the column to insure close pack
ing. Clamp into place the 500-milliliter amber 
reservoir (made from a. 500-milliliter round 
bottom flask and a column end) and allow 35 
milliliters of benzene to run through the 
column. If air bubbles are present, stir con
tents of column with a thin glass rod. The 
column is now ready for use and should be 
prepared fresh for each tissue sample.

B . Purify each new batch of silica gel prior 
to use. Wash 20 grams of silica gel with six 
portions of 75 milliliters of water-saturated 
ether. Activate overnight at 110° C. Material 
not used the same day should be reactivated 
for 1 hour prior to use and cooled in desic
cator. After filling column, wash silica gel 
with 70 milliliters of anhydrous ether, fol
lowed by 4 x 10 milliters of benzene. A sample 
column is checked out by starting with step 
12 of IX, A, and proceeding directly to step 
1 of IX, C, without dividing the sample.

Vm. T issue Sample Preparation

A. Allow muscle, liver, or kidney tissue to 
come to room temperature, grossly subdivide, 
and grind using a meat grinder. Size of 
tissue sample dictates the size grinder to be 
used: Hobart K5-A (small samples) or In - 
tedge C—2 (large samples).

B . Grind fat and skin tissue samples in a 
semifrozen condition after gross subdivision 
of the sample.

IX. Extraction Procedure 
a . in itial  procedure

1. Weigh a 100-gram sample of ground 
tissue into a 500-milliliter amber centrifuge 
bottle and add 10 grams of borax and salt.

Homogenize the sample with the Virtis for 1 
minute to provide a homogeneous mixture.

2. Add 100 milliliters of glass-distilled 
benzene to the mixture and homogenize at 
moderate speed for 2 minutes. The use of 
high homogenizing speeds after benzene is 
added sometimes results in emulsions that 
are difficult to break, Special caution is 
needed with liver, and it may be preferable 
to use manual shaking only.

3. Stopper the bottle and shake by hand 
for 2 minutes. Centrifuge the sample for 
15 minutes at 1,500 revolutions per minute. 
The use of a refrigerated centrifuge may be 
helpful in breaking emulsions.

4. Following centrifugation, decant the 
benzene layer into a storage 500-milliliter 
amber Virtis flask.

5. Add 100 milliliters of glass-distilled ben
zene to the tissue in the 500-milliliter bottle. 
Break up the compacted tissue with a spat
ula. Stopper the bottle and shake by hand 
for 2 minutes. '

6. Centrifuge the mixture for 15 minutes 
at 1.500 revolutions per minute.

7. Following centrifugation, decant the 
benzene layer into the 500-milliliter storage 
Virtis flask and pool with the first extract.

8. Add 100 milliliters of glass-distilled ben
zene to the tissue in the 500-milliliter bottle. 
Break up the compacted tissue with a spat
ula. Stopper the bottle and shake by hand 
for 2 minutes.

9. Centrifuge the mixture for 15 minutes 
at 1,500 revolutions per minute.

10. Following centrifugation, decant the 
benzene layer into the 500-milliliter storage 
flask and pool with the first and second ex
tracts. At least 270 milliliters of benzene 
should be recovered.

11. Transfer 250 milliliters of the total 
pooled benzene extract to the reservoir or 
the previously prepared silica gel column, 
allow to run through the column, follow by 
20 milliliters of benzene as a wash, and dis
card the benzene.

12. Strip the silica gel column by the 
addition of 25 milliliters of water-saturated 
ethyl ether (prepared fresh daily using an 
Unopened can of anhydrous ether and dis
tilled water) and allow the ether to pass 
through the column. Wash column with an 
additional 5 milliliters of water-saturated 
ether. Pressurize the column using a hand 
bulb or nitrogen to insure that all the ether 
goes through the column and is caught in 
the 40-milliliter amber centrifuge tube.

13. Mix the combined ether eluent well 
and divide into two equal portions (desig
nated A and B ) in 15-milliliter amber cen
trifuge tubes. Portion A is used for the 
analysis of Ipronidazole (IX , B, 1-5); portion 
B is used for the analysis of l-methyl-5- 
nltroimidazole-2-lsopropanol (IX , C, 1-6).

B. PROCEDURE FOR IPRONIDAZOLE

1. Reduce volume of ether portion A to 
approximately 10 milliliters in a stream of 
nitrogen. Add 3 milliliters of 3N*HC1 to the 
ether, stopper, and shake for 30 seconds on 
a Vortex mixer.

2. Allow the layers to separate and discard 
the ether layer by aspiration making sure that 
none of the aqueous layer is removed.

3. Wash the aqueous layer with 2 x 2 -  
millillter portions of glass-distilled benzene. 
Remove benzene by aspiration. Care must be 
taken during this washing step that none of 
the aqueous layer is removed.

4. To the HC1 layer, add small amount of 
borax and adjust the pH of thè solution to 
approximately 8 with 6N NaOH using a pH 
meter. The compounds should not be left at 
alkaline pH any longer than necessary, each 
sample being extracted with benzene as soon 
as the pH has been adjusted (2-5 minutes).

5. Add 1 milliliter of glass-distilled ben
zene, shake well, and allow the layers to sepa-
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rate. A 10-microliter sample of the benzene 
layer is used for GLC analysis of ipronidazole.

C. PROCEDURE FOR 1-M ETHYL-5- 
NITROIMIDAZOLE-2-ISOPROPANOL

1. Reduce volume of ether portion B to 
approximately 10 milliliters in a stream of 
nitrogen. Add 2 milliliters of glass-distilled 
benzene to the ether in the 15-milliliter am
ber centrifuge tube.

2. Evaporate the ethyl ether from the tube 
using a stream of dry nitrogen at room tem
perature until a volume of approximately 2 
cubic centimeters remains in the tube.

3. Add 1.4 milliliters of 3N»HC1 to the tube, 
shake for 30 seconds on a Vortex mixer, and 
allow the layers to separate. Discard the 
upper benzene layer by aspiration insuring 
that none of the aqueous layer is removed.

4. Wash the aqueous layer with 2 x 2-mil
liliter portion of glass-distilled benzene. Re
move the benzene by aspiration. Care must be

RULES AND REGULATIONS
taken that, during the washing step, none of 
the aqueous layer is removed.

5. To the aqueous layer, add small amount 
of borax and adjust the pH of the solution 
to approximately 8 with 6N NaOH using a pH 
meter. The compounds should not be left at 
alkaline pH any longer than necessary, each 
sample being extracted with benzene as soon 
as the pH has been adjusted (2-5 minutes).

6. Add 2 milliliters of glass-distilled ben
zene, shake well, and allow the layers to sepa
rate. A 10-microliter sample of the benzene 
layer is used for GLC analysis of l-methyl-5- 
nitroimidazole-2-isopropanol.

X. CALCULATION

A. The gas chromatograph must be cali
brated daily by the repeated injection of 2 
and 4 parts per billion external reference 
standards of both compounds and calculation 
of the peak areas. Recovery of compounds 
from spiked control tissues is calculated as 
follows:

(Observed response, ng/lOmcl.) (Conversion Constant) (100)

(Quantity spiked into lOOg. tissue sample, ng.) 
Observed response, _  Peak area of spiked sample 

ng/10 mcl.

- = Percent recovery

X Concentration of reference standard
Peak area of reference standard

The conversion constant for ipronidazole is 240. It is obtained as follows:
Conversion Constant=  (Volume conversion, 10 mcl. to 1 ml.) (Correction for 1:1 split 

of column effluent) (Extract volume aliquot 300 ml. total/250 
ml. used).

(1X10-») (300)
Conversion Constant= ----------------(2 )---------=240

(10X10-®) (250)

The conversion constant for l-methyl-5-nitroimidazole-2-isopropanol is 480. It is obtained 
as follows:

Conversion Constant= (Volume conversion, 10 mcl. to 2 ml.) (Correction for 1:1 split 
of column effluent) (Extract volume aliquot 300 ml. total/250 
ml. used)

(2X10-3) (300)
Conversion Constant=--------------- (2 )-------- =480

(10X10-®) (250)

B. The method is capable of quantitatively determining both compounds at levels as low as 
2 parts per billion. In the case of tissue samples containing either compound at levels in 
excess of 6 parts per billion, an appropriate dilution with glass-distilled benzene of the final 
solution is made prior to gas chromatography. The calculation to determine parts per billion 
in a tissue sample is shown below:

(Observed response, ng./10 mcl.) (Conversion Constant)

Weight of tissue sample

(Dilution factor, if needed) 
--------------------------------------------=p.p.b.

§ 556.350 Levamisole hydrochloride.
A tolerance of 0.1 part per million is 

established for negligible residues of 
levamisole hydrochloride in the edible 
tissues of cattle, sheep, and swine.
§ 556.360 Lincomycin.

Tolerances are established for residues 
of lincomycin as follows: 0.15 part per 
million for negligible residues in milk; 
and 0.1.,part per million for negligible 
residues in the edible tissues of chickens 
and swine.
§ 556.370 Medroxyprogesterone acetate.

(a) No residues of medroxyprogester
one acetate (17-hydroxy-6a-methyl- 
pregn-4-ene-3.20-dione 17-acetate) may 
be found in the uncooked edible tissues 
of sheep and cattle or in milk.

(b) The method of examination used 
in the quantitative determination of 
medroxyprogesterone acetate to establish 
that there were no residues present in

tissues or milk in an exaggerated study 
is as follows:

(1) Apparatus. A Lourdes Tissue 
Homogenizer or equivalent: dialyzer tub
ing, Visking No. 30, 32, or equivalent.

(2) Reagents. Methylene chloride, 
redistilled in all-glass equipment, using 
a Vigreaux distilling lead (store in brown 
bottles); Skellysolve B (distill and store 
in brown bottles); chromatographic 
alumina; Woelm acid, activity grade 1, 
for chromatography.

(3) Preparation of samples— (i) Tis
sue. Grind fresh tissue in a household 
meat grinder. I f  analysis is delayed, the 
ground tissue must be stored in a deep 
freeze and thawed just prior to analysis. 
Transfer 10 grams of tissue to a 60-milli
liter stainless steel can, add 40-45 milli
liters of 95 percent ethyl alcohol and two 
4.25-centimeter circles of Whatmap No. 
4 filter paper. Attach can to the tissue 
homogenizer, immerse,, in an ice bath, 
and homogenize for 5 minutes. Filter

with suction through a Buchner funnel 
using a Whatman No. 4 filter paper. Re
turn the filter cake to the stainless steel 
can, add 40 to 45 milliliters of 95 percent 
ethyl alcohol and homogenize for 5 min
utes as before. Filter as before, adding 
the second filtrate to the first. Repeat 
the extraction a third time and combine 
the filtrate with the first two.

(ii) Bone marrow or fat„ Extract as 
under subdivision (i) of this subpara
graph, using 4:1 Skellysolve B-absolute 
ethyl alcohol instead of 95 percent ethyl 
alcohol.

(ill) Brain tissue. Extract as under 
subdivision (i) of this subparagraph, us
ing 95 percent ethyl alcohol for the first 
extract, 4:1 Skellysolve B-absolute ethyl 
alcohol for th$ second extract, and 95 
percent ethyl alcohol for the third ex
tract. Transfer the combined extracts 
to a 500-milliliter separator, add an 
equal volume of water, and extract with 
four successive 50-milliliter volumes of 
methylene chloride. Evaporate the com
bined extracts to dryness. Dissolve the 
oily residue in 20 milliliters Skellysolve 
B and retain for the chromatographic 
separation.

(iv) ‘Milk. Transfer 180 milliliters of 
milk to a beaker, add 20 milliliters of ab
solute methyl alcohol, and mix by stir
ring. Transfer the solution to a pre
extracted No. 30 or 32 Visking tubing. 
Tie both ends of the tubing with double 
overhand knots. Care must be exercised 
to avoid making the milk-filled casing 
too taut. Place the filled casing care
fully in a large Soxhlet extractor, add 
850 millilters of absolute methyl alcohol, 
and extract for 48 hours. Transfer the 
extract into a rotary evaporator and 
evaporate with vacuum until the volume 
is reduced to 50 to 100 milliliters. This 
will remove all the methyl alcohol. 
Transfer the aqueous residue to a 500- 
milliliter separator, using sufficient wash 
water to produce a volume of about 150 
milliliters. Extract with four successive 
50-rhilliliter portions of methylene chlo
ride, and evaporate the combined ex
tracts until only an oily residue remains. 
Dissolve the residue in 20 milliliters of 
Skellysolve B and retain for the chro
matographic separation.

(4) Preparation of chromatographic 
column. Partially fill the column with 
chloroform. Slurry 15 grams of chromat
ographic alumina with chloroform and 
transfer to the column. Place a small 
plug of glass wool on top of the alumina. 
(N o t e : Keep exposure of the alumina to 
air to a minimum.) Wash the column 
with a total of 125 milliliters of chloro
form, including the volume used to make 
the slurry. Follow with a second wash, 
using 100 milliliters of Skellysolve B.

(5) Determination (i) When the final 
portion of the Skellysolve B wash 
passes into the column, transfer the re
served sample solution to the column 
with the aid of two additional 20-mUli- 
liter portions of Skellysolve B. Add each 
rinse to the column when the solvent 
level has just reached the glass wool plug 
over the alumina. Pass an additional 50- 
milliliter portion of Skellysolve B 
through the column ¿nd follow it with 
50 milliliters of 2 percent acetone in
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1 part per million of medroxyprogesterone acetate= A sample solution
X-

100
A standard solution weight sample

Skellysolve B. Discard these washings. 
Elute the medroxyprogesterone acetate 
with 75 milliliters of 1:1 chloroform- 
Skellysolve B. Evaporate the effluent to 
dryness. Dissolve the residue in 10 milli
liters of Skellysolve B saturated with 
70 percent methyl alcohol and transfer 
to a 125-milliliter separator. Rinse the 
container with a second 10-milliliter 
portion of the above solvent and add to 
the separator. Rinse the container with 
20 milliliters of 70 percent methyl alco- 
hold. add to the separator, shake, and 
allow the two phases to separate. Trans
fer the lower layer to a second 125-milli
liter separator containing 20 milliliters 
of Skellysolve B saturated with 70 per
cent methyl alcohol. Shake, allow the 
phases to separate, and transfer the 
lower layer to a 250-milliliter beaker. 
Extract the two separators serially with 
four successive 20-milliliter portions of 
70 percent methyl alcohol, and add the 
washings to the beaker. Evaporate the 
combined extracts just to dryness on a 
steam bath. Dissolve the residue in 2 
milliliters of 1:1 methyl alcohol-methyl
ene chloride, and transfer to a 5-milli
liter beaker. Complete the transfer with 
three additional 2-milliliter portions of 
the solvent (evaporate the solvent in the 
5-milliliter beaker between addition of 
washings). Reduce the volume to 
0.1 milliliter in preparation for paper 
chromatography.

(ii) Paper chromatographic analysis—
(a) Apparatus. A descending paper 
chromatographic apparatus designed to 
use a series of strips: Whatman No. 1 
paper, washed overnight with 95 percent 
ethyl alcohol.

(b) Reagents— (/) Immobile solvent. 
Diethylene glycol monoethyl ether.
, (2) Mobile solvent. Diethylene glycol 

monoethyl ether-saturated methylcyclo- 
hexane.

(3) Standard solution. Dissolve a 
weighed amount of medroxyprogester
one acetate standard in 1:1, methyl 
alcohol-methylene chloride, and dilute 
to a concentration of 100 micrograms per 
milliliter. Saturate a sheet of washed 
chromatographic paDer with diethylene 
glycol monoethyl ether and remove the 
excess by blotting between sheets of filter 
paper. Transfer the total sample to a spot 
on the starting line, using a micro pi
pette Spot a 100-microliter portion of the 
standard solution in the same manner. 
Place paper in tank and develop for 6 
hours. Following development, air dry 
the papers at room temperature over 
night. Locate and mark the zones under 
ultraviolet light. Remove the zones, cut 
into small pieces, and place each in a 10- 
milliliter beaker. Add 5 milliliters of 95 
percent methyl alcohol to each beaker, 
coyer, and heat on steam bath for 10 
minutes. Cool and transfer solutions to 
10-milliliter volumetric flasks. Wash 
paper residues and beakers with small 
amounts of 95 percent ethyl alcohol and 
use washing to make to volume. Deter
mine the absorbance A, of sample and 
standard solutions at 242 nn» relative to 
an ethyl alcohol blank, using matched 
1-centimeter cells.

§ 556.380 Melengestrol acetate.
No residues of melengestrol acetate 

(17- hydroxy - 6 - methyl -16- methylene - 
pregna-4,6-diene-3,20-dione acetate) 
may be found in uncooked edible tissues 
of cattle as determined by the following 
method of analysis:

I. Method of analysis—melengestrol ace
tate. A gas-liquid chromatographic (QLC) 
method for melengestrol acetate (MGA) in 
frozen bovine tissue Is described which re
moves, through several partition and chro
matography cleanup steps, most interfering 
materials before injection of the sample 
onto the column for detection. MGA Is ex
tracted from lean tissues with ethanol and 
transferred, after dilution with water, into 
chloroform. MGA In fatty tissues Is extracted 
with hexane and transferred first Into aque
ous methanol, then into methylene chloride. 
The residue from either extract, after evapo
ration of solvent, is chromatographed on 
silica gel to remove Upid materials using 
hexane and a mixture of ethyl ether-benzene. 
MGA Is eluted with ethyl acetate. The res
idue, after evaporation, is dissolved in hexane 
and transferred first into aqueous methanol 
and then Into methylene chloride. The dried 
residue is transferred to aluminum oxide thin 
layer chromatography (TLC) plates which 
are developed in a benzene-chloroform- 
ethyl acetate system. The zone containing 
MGA is removed and eluted with ethanoL 
The ethanol Is evaporated and the MGA Is 
dissolved into an exact volume of chloroform. 
MGA Is Injected onto a 3-percent QF-1 col
umn In an all-glass system and quantitated 
by peak height measurements from a flame 
ionization detector.

MGA can be detected at a level of 25 parts 
per billion with negligible interference from 
tissues or reagents. Observed recovery ±  
estimated standard deviation at 25 parts per 
billion In muscle, liver, and fat Is 74.4 ±8.0 
percent.

II. Reagents. All solvents must be GLC 
pure when processed through the entire pro
cedure In the absence of tissue, see VII Re
covery study below.

A. Air— 20 pounds per square Inch puri
fied by passage through a Linde Molecular 
Sieve, type 4A. Mu-lnch pellets or equivalent.

B. Aluminum oxide GF254, Brinkman In
struments, or equivalent

C. Benzene— Burdick and Jackson Labora
tories, Distllled-in-Glass grade, or equivalent.

D. Chloroform— Burdick and Jackson Lab
oratories, Dlstllled-in-Glass grade, or equiva
lent.

E. Column packing— 3-percent QF-1 on 
Gas Chrom Q, 100-120 mesh. Applied Science 
Laboratories, Inc., or equivalent.

F Dry Ice.
G. Ethanol— absolute. synthetic. Gold 

Shield, Commercial Solvents Corp., or equiv
alent. A 25-mllllllter portion roto-evapo- 
rated to dryness, taken up In 0.1 milliliter 
chloroform and 10 microliters injected into 
the gas chromatograph should show no con
taminants. Contaminated alcohol must be 
redistilled in an all-glass system and retested.

H. Ethanol— 190 proof, synthetic, Gold 
Shield, Commercial Solvents Corp., or equiv
alent.

I. Ethyl acetate— Burdick and Jackson 
Laboratories, Distllled-in-Glass grade, or 
equivalent.

J. Ethyl ether— anhydrous, Mallinckrodt 
AR, 1-pound can, or equivalent.

K. Glassware cleaner— Haemo-Sol, Scien
tific Products, or equivalent.

L. Helium— 99.5 percent m in im u m , The 
Matheson Co., or equivalent.

M. Hexane— Burdick and Jackson Labora
tories, Distilled-in-Glass grade, or equivalent.

N. Hydrogen— 99.5 percent minimum, Ohio 
Chemical Co., or equivalent.

O. Melengestrol acetate— MGA Standard, 
99.5 percent purity, The Upjohn Co.

P. Methanol—Burdick and Jackson Lab
oratories, Dlstllled-ln-Glass grade, or equiva
lent.

Q. Methylene chloride— Burdick and Jack- 
son Laboratories, Distilled-ln-Glass grade, or 
equivalent.

R. Nitrogen— filtered, see III-D  below, The 
Matheson Co., or equivalent.

S. Progesterone— The Upjohn Co., or equiv
alent.

T. Silica gel— for chromatographic col
umns, 50-200 mesh, G. Frederick Smith 
Chemical Co., or equivalent.

U. Sodium sulfate— anhydrous, Mallin
ckrodt AR, granular, or equivalent.

V. Water— double distilled In glass or de
ionized.

W. Solvent mixtures— ratios by volume:
1. 10:1:1 benzene-chloroform-ethyl ace

tate.
2. 1:1 chloroform-methanol.
3. 19:1 ethanol, absolute-double distilled 

water.
4. 1:19 ethyl ether-benzene.
5. Hexane saturated with 7:3 methanol-, 

water.
8. 7:3 methanol-water.
7. 9:1 methanol-water.
8. Saturated sodium sulfate solution, 

aqueous.
m . Special apparatus. A. Adapters— 24/40, 

No. 5225, Ace Glass, Inc., or equivalent.
B. Blender— Waring Blender, or equivalent.
C. Chromatography columns— glass col

umns 28 (inside diameter) x 600 millimeters, 
fitted with Teflon stopcocks and medium 
porosity, sintered glass disks, Fisher and 
Porter 274-100, or equivalent.

D. Filters— Koby "Junior,” air purifier and 
flow equilizer, low pressure, The Koby Corp., 
or equivalent.

E. Filtrator— Fisher Filtrator, Fisher Scien
tific Co., or equivalent.

F. Gas chromatograph— Micro Tek 220, or 
F and M 402, or equivalent. Instrument must 
have an all-glass on-column injection sys
tem and a flame detector. Electrometer sen
sitivity of 10=u amperes and recorder sensi
tivity of 1 millivolt.

G. Gas chromatography columns— use 
boroslllcate glass tubing, 0.2362 +  0.013 inch 
outside diameter and 0.118 ±0.01 inch Inside 
diameter, Wllkens Anderson Co., or equiva
lent. Bend 2-foot and 3-foot pieces of tubing 
Into the proper design for the instrument to 
be used. Pack the columns with 16 and 28 
Inches, respectively, of 3-percent QF-1 and 
plug both ends with 0.5 centimeter of loosely 
packed, silanized glass wool. Pack far enough 
from the ends so that no part of the column 
packing or glass wool will be inside the 
heated injection port or outlet fitting. Insert 
column into the GLC oven and condition 
with carrier gas off for 2 hours at 240° C., then 
at 220° C. overnight with the carrier gas on 
at a rate of 10 milliliters per minute.

H. Micropipettes— 5 and 25 microliters, 
Microcap Disposable Pipettes, Drummond 
Scientific Co., or equivalent.

I. Micropipette—-500 microliters, Kirk type, 
Microchemical Specialties Co., or equivalent.

J. Miniature Jet evaporator— several trans
fer pipettes (see III -L  below) connected 
through a manifold to a nitrogen supply.

K. Oven— 110° C.
L. Pipettes— transfer pipettes, 9-lnch dis

posable pipettes, Scientific Products, or 
equivalent.
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M. Roto-evaporator— four to six small size 
Rlnco evaporators, or equivalent, controlled 
with 4-mlllimeter bore stopcocks connected 
to a manifold which leads to two condensa
tion traps (1-2 liters) connected In series to 
a vacuum pump of 140 liters per minute free 
air capacity. The traps are cooled with a dry 
ice-solvent mixture. The time for roto-evap- 
oratlon of 200 milliliters of 7:3 methanol- 
water is 35-40 minutes. Each sample In 
around-bottomed flask Is connected with two 
adapters (see n i-A  above) m a series to an 
evaporator and heated In a thermostatically 
controlled water bath at 45° C.

N. Separatory funnels— fitted with Teflon 
stopcocks, 125, 500, and 2,000 milliliters.

O. Shevky-Stafford tubes— 6.5 milliliters, 
Arthur H. Thomas Co., or equivalent. Must 
be calibrated at the 0.100 milliliter mark to 
contain 0.100±0.002 milliliters.

P. Silanized glass wool— Applied Science 
Laboratories, or equivalent.

Q. Sintered glass Buchner f u n n e l«— fine 
porosity 2.5 x 5.0 centimeters.

R. Syringe— 25-Microliter, Hamilton No. 
702, Hamilton Co., Inc., or equivalent.

S. Thin layer chromatography equip
ment— spreader suitable for preparing five 
plates, 0.75-millimeter thickness. Qlass tanks 
for developing TLC plates.

T. TLC plates—200 x 200 millimeters, pre
pared as follows:

1. Place 5 plates (200 x 200 millimeters) 
in the template, wipe the surface with abso
lute ethyl alcohol and dry with lintless 
tissue.

a. TLC plates are best cleaned by im
mersion in a sonic-oscillation bath.

b. Hand washing is not recommended 
unless absolutely necessary.

2. Adjust the spreader for 0.75 millimeters.
3. Weigh out 90 grams of aluminum oxide 

and place in a clean, dry blender Jar.
a. Add 140 milliliters of distilled water and 

blend at low speed for 30 seconds.
b. Remove the Jar from the blender and 

swirl the contents.
c. After 90 seconds has elapsed from the 

time the blender was turned on, pour the 
slurry into the spreader and coat the five 
plates.

d. It may be necessary to make minor 
operational changes such as amount of water, 
and mixing time in order to obtain plates 
of uniform thickness free of checks and 
bubbles.

I. If checks or cracks appear, decrease the 
amount of water.

II. If bubbles appear, decrease blending 
time or speed.

4. Allow the plates to dry 2 days or longer 
at room temperature.

a. Plates aged 2 to 4 weeks show less 
tendency to flake in the mobile solvent 
systems.

b. Plates may be stored on the bench ex
posed to laboratory air if it can be demon
strated that no air contaminants are present 
as shown by a TLC blank run through the 
OLC starting with procedure step V-G9.

5. Activate the plates for 1 hour at 110° C. 
in a hot air oven, cool 30 minutes in labora
tory air.

a. Use plates the same day they are acti
vated.

b. Oven should be free of contaminants 
that may be absorbed by the plates as shown 
by a TLC blank run through the GLC start
ing with procedure step V-G9.

c. Relative humidity of 40-60 percent aids 
in dissipating the static charge which ap
pears to be characteristic of heated alumina 
plates. Unless this charge is dissipated, at
traction of alumina for the spotting pipette 
causes disruption of the surface.

d. If humidity conditions cannot be met, 
longer standing will suffice to dissipate the 
charge.

6. Scribe the TLC plates at right angles to 
the direction in which they are poured Id 
the following manner:

a. Remove 2 millimeters alumina from ver
tical edges of each plate.

b. Scribe the rest of the plate with 
2-millimeter wide lines so as to give two 
80-mllllmeter strips and one 2 0 -millimeter 
vertical strip between them.

U. Tissue homogenlzer—Lourdes tissue 
homogenizer with 300-mllliliter stainless 
steel cups fitted with silicone rubber gaskets. 
Do not use any lubricant. Reduce wear be
tween cup head and shaft bushings with 
Teflon-fiberglass washers made from Teflon 
tape Impregnated with 15 percent glass, 0.015 
inch thick, Detroit Ball Bearing Co., or 
equivalent.

V. Ultraviolet lamp— Mineralight Model 
2L-2537 (shortwave), or equivalent.

W. Vacuum oven— 20-35° C., 20-30 milli
meters mercury.

X. Volumetric flasks— 1 milliliter.
T. Vortex mixer—Fisher Mini-Shaker, or 

equivalent.
IV. Standard solutions. A. Stock solution 

A— 6.00 milligrams of MGA in 100 milliliters 
of absolute ethanol.

B. Stock solution B— dilute 5 milliliters of 
stock solution A to 200 milliliters with abso
lute ethanol.

C. Stock solution C— 20 milligrams of MGA 
in 100 milliliters of absolute ethanol.

D. Stock solution D— Dilute 5 milliliters 
stock solution C to 100 milliliters with 
chloroform.

E. Stock solution E— 10 milligrams of MGA 
and 10 milligrams of progesterone in 10 milli
liters of absolute ethanol.

F. Stock solution F— 10 milligrams of MGA 
in 10 milliliters of absolute ethanol.

V. Procedure. A. Preparation of glassware. 
All glassware should be washed in detergent 
to remove contaminants and rinsed in water 
to remove traces of cleaning agent. Rinse 
with solvents before using.

B. Preparation of sample:
1. Grind the fresh tissue in a meat grinder 

and store in a suitable container in a deep 
freeze.

2. Chill the leg bones in the refrigerator 
for 24 hours, saw them lengthwise (commer
cial meat bandsaw), remove the bone mar
row, and place in the deep freeze.

3. Steam the tripe for 5 minutes and strip 
off the muscle layer and store in deep freeze.

C. Extraction procedure for muscle, liver, 
kidney, and tripe:

1. Clean homogenlzer by disassembling 
mixer heads comoletely and soaking in deter- 
gant with the cups. Keep all parts from each 
mixer head separated from those of the other 
assemblies. Brush all parts and rinse 
thoroughly with tap water and then with 
distilled water. Let dry and reassemble the 
mixer heads without using a lubricant.

2. Weigh 60 grams of the partially thawed 
tissue into a 300-mllliliter homogenizing cun 
and refreeze the unused portion immedi
ately.

3. Add 175 milliliters of 190 proof ethanol 
and a circle of Whatman filter paper No. 40, 
12.5 centimeters, as a filter aid.

4. Homogenize for 2 minutes in an ice 
bath.

5. Filter the slurry through Whatman fil
ter paper No. 40, 12.5 centimeters, in a Buch
ner funnel into a 1-liter filter flask using a 
vacuum supply.

6. Wash the cut with 20-25 milliliters of 
190 proof ethanol using a wash bottle and 
filter the washings through the Buchner 
funnel.

7. Transfer the dry filter cake with its fil
ter paper to the cup and add 175 milliliters of 
190 proof ethanol.

8. Homogenize for 2 minutes and filter the 
slurry.

9. Repeat step 7, but this time homogenize 
the dry cake without its filter paper for 2 
minutes and filter.

10. Mark the level of the combined alcohol 
eluates in the 1-liter filter flask and quanti
tatively transfer it to a 2-liter separatory 
funnel.

11. Add water to the marked level; add 100 
milliliters of water and 20 milliliters of satu
rated sodium sulfate solution to the flask, 
mix, and transfer the mixture to the separa
tory funnel.

12. Add 100 milliliters of chloroform and 
shake the separatory funnel vigorously for 1 
minute.

13. Let stand for 30 minutes or until com
plete phase separation takes place. If the 
chloroform layer is less than 50 milliliters, 
add 25 milliliters more of chloroform and 
shake again.

14. Drain the chloroform phase Into a 1- 
liter round-bottomed flask.

15. Repeat procedure steps V-12, 13, and 
14 three more times.

16. Roto-evaporate the combined chloro
form extracts and remove the last trace 
of water in the following manner avoiding 
violent bubbling during roto-evaporation.

a. This can be done by restricting the 
vacuum supply by partially opening the 
stopcock slowly or by starting the roto-evap
orator with the round-bottomed flask out 
of the water bath. When flask is cool or 
shows frosting, place it into water bath.

b. To the flask add with swirling 25 
milliliters of hexane followed by 25 milliliters 
of absolute ethanol.

c. Swirl until the solids and/or oil are 
dissolved or suspended in the solvents and 
roto-evaporate.

d. Add 25 milliliters of absolute ethanol 
and roto-evaporate until 15 minutes after the 
solvent has been removed.

17. Close the stopcock and open the sys
tem at the glass Joint between the two 
adapters.

a. This prevents back-flushing of contam
inants from the roto-evaporator.

b. Stopping place. Leave the adapter in 
place, stopper, and store in refrigerator or 
deep freeze.

c. Storage of sample in the solvent should 
be avoided.

D. Extraction procedure for fat and bone 
marrow:

1. Clean homogenizer cups and heads, 
procedure step V -C l; weigh samples as in 
procedure step V-C2.

2. Add 150 milliliters of hexane and warm 
on a steam bath without boiling.

3. Stir the solution with a spatula until 
the fat dissolves.

4. Filter the warm solution through What
man No. 40 filter paper, 12.5 centimeters, into 
a 1-liter filter flask.

5. Transfer the filter cake, including filter 
paper, to the cup and add 150 milliliters of 
hexane.

6. Homogenize for 2 minutes in an ice 
bath, rewarm the cup, and filter the warm 
solution into the filter flask.

7. Repeat the homogenization and extrac
tion of the filter cake one more time.

8. Warm the filter flask until the solution 
is relatively clear and transfer the warm 
hexane solution into a 2-liter separatory 
funnel.

9. Add 500 milliliters of hexane, 250 milli
liters of 9:1 methanol-water, and shake 
vigorously for 1 minute.

10. Let stand 30 minutes and drain the 
lower phase into a-2-liter separatory funnel.

11. Extract with three 250-milliliters por
tions of 9:1 methanol-water and combine 
the extracts.

12. To the combined filtrates in the 2-liter 
separatory funnel, add 500 milliliters of water 
and 2 milliliters of saturated sodium sulfate
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solution to give 55 to 60 percent aqueous 
methanol.

13. Shake vigorously for 1 minute the 
aqueous methanol with 300 milliliters of 
methylene chloride. I f  the phases do not 
separate well, add 2 milliliters of saturated 
sodium sulfate solution and shake again.

14. Let phases stand 20 minutes and drain 
into a 1-liter round-bottomed flask.

15. Extract with three successive portions 
of 100 milliliters of methylene chloride.

16. Roto-evaporate the combined extracts 
as in procedure step V-C16.

17. Stopping place. Leave adapter in place, 
stopper, and store in the refrigerator or deep 
freeze.

E. Defatting on silica gel columns: 1. Pre
pare silica gel cplumn as follows:

a. Clean the column with 50 milliliters of 
absolute ethanol, allowing it to flow through 
the sintered disk. Aspirate air through the 
column until dry.

b. Half fill a column with hexane, slurry 
20 grams silica gel in hexane, and pour it 
into the column.

c. Rinse the sides of the beaker and col
umn with hexane.

d. Adjust the flow rate to 8-10 milliliters 
per minute.

e. While maintaining at least 15 centi
meters of solvent, slowly add anhydrous so
dium sulfate to a depth of 3 centimeters. 
The sodium sulfate layer should be free of 
air bubbles and should not disrupt the «in*«* 
gel surface.

2. Take residue from procedure steps 
V—C17b and V-D17. Remove and rinse 
adapter with stopper in place as follows:

a. Invert and pour 20 milliliters of hexane 
into the adapter and swirl.

b. Pour the contents onto the residue.
c. Rinse the adapter twice with hexane 

using a wash bottle and transfer the wash
ings to the residue.

3. Swirl and transfer the hexane solution 
to the silica gel column.

4. Allow the solution to be completely ab
sorbed into the column, but do not allow 
the column to go to dryness.

5. Maintain a flow rate of 8-10 milliliters 
per minute.

6. Rinse the round-bottomed flask twice, 
with 10-milliliter portions of hexane and 
transfer to the column.

7. Wash the column with the following 
solvents, discarding the effluents:

a. Rinse the round-bottomed flask with 75 
milliliters of hexane and pour onto the 
column.

b. 350 milliliters of 1:19 ethyl ether- 
benzene (prepared dally from fresh ether, 
do not reuse opened cans).

8. Elute MGA fraction with 350 milliliters 
of ethyl acetate into a 1-liter round-bot
tomed flask and roto-evaporate off the 
solvent.

a. Discard the adapters.
b. Stopping place. Stopper and store in 

refrigerator or deep freeze.
P. Solvent partition: 1. Transfer the resi

due to a 125-milliliter separatory funnel us
ing two 20-milliliter portions of hexane 
saturated with 7:3 methanol-water.

2. Extract the hexane phase with 40 milli
liters of 7:3 methanol-water, first rinsing 
the round-bottomed flask with the aqueous 
methanol.

a. Shake the funnel vigorously for 1 min
ute; let the phases separate at least 1 hour.

b. Drain the lower phases into a 500-milli- 
liter separatory funnel containing 50 milli
liters of methylene chloride, 80 milliliters of 
water, and 0.5 milliliter of saturated sodium 
sulfate solution.

RULES AND REGULATIONS
3. Repeat step 2 four more times combin

ing all extracts in the 500-milliliter separa
tory funnel.

4. Stopper the 500-milllliter separatory 
funnel, invert carefully, and vent immedi
ately. Shake the funnel cautiously, venting 
frequently. When all pressure subsides, 
shake the funnel vigorously for 1 minute, 
wait 20-30 minutes, and drain the lower 
phase into a 500-milliliter round-bottomed 
flask. This precaution does not apply to the 
subsequent shakings.

5. Extract with three more 50-mllliliter 
portions of methylene chloride, each time 
draining the lower phase into the flask.

6. Roto-evaporate the combined extracts 
until all the solvent has been removed. 
Stopping place. Stopper and store in refrig
erator or deep freeze.

G. Thin layer chromatography. 1. Transfer 
the residue to a 1-milliliter volumetric flask, 
using five 2-milliliter portions of 1: 1 chloro
form-methanol.

a. A 1-milliliter volumetric flask holds over 
2 milliliters.

b. After each transfer, place the 1-milli
liter flask in a water bath at 35-40* C. and 
evaporate the solvents on the miniature jet 
evaporator, see apparatus III-J.

c. Evaporate the last portion under nitro
gen to Just below the 1-milliliter mark.

d. Label this flask “A”.
e. Bring the volume back to the 1-milli

liter mark, stopper, and mix.
2. Accurately transfer 500 mierollters from 

flask “A” into another 1-milliliter volumet
ric flask and evaporate to dryness under 
nitrogen.

a. Label this flask "B".
b. This will ultimately be the portion of 

the split sample that is assayed by GLC.
3. Add 25 microliters of stock solution F 

to volumetric flask “A” and evaporate the 
solvents under nitrogen.

a. This half will be used to locate the 
MGA area on the plate.

b. All samples are split and fortified as 
described above in procedure steps V-G2 and 
V-G3.

c. Stopping place. Stopper and store in 
refrigerator or deep freeze.

4. To the residue in flasks "A” and "B ”, 
add 16-12 drops of 1: 1 chloroform-metha
nol.

5. Apply the entire sample in flask “A” 
across the entire 80-mlllimeter band 3 centi
meters from the bottom of the plate.

a. Apply the sample in 10- to 20-microliter 
portions using a 25-microllter pipette. Apply 
the residue as a band 10 to 15 millimeters 
wide and 80 millimeters long. Flow the solu
tion onto the plate as rapidly as possible 
with no forced drying.

b. Label this side of the plate “A”.
6. Rinse , the flask with 10 drops of 1: 1 

ohloroform-methanol and apply to the same 
streaked area as soon as possible.

7. Repeat once more with 5 drops.
8. Place sample “B” on the other 80-mllli

meter strip in a similar manner as in pro
cedure step V -G  5, 6, and 7, and label this 
side of the plate “B”

9. Spot 5 microliters of stock solution E 
on the 20-millimeter strip.

10. Allow the plate to dry for 15 minutes 
at room temperature.

11. Place the plate in a tank containing 
fresh 1: 1 chloroform-methanol. Saturation 
of tank atmosphere is not necessary.

12. Remove the plate from the tank when 
the solvent front has moved 5 centimeters 
from the bottom of the plate. MGA and sim-
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liar substances concentrate as a  narrow band 
at the solvent front.

13. Remove and air dry the plate in a 
horizontal position on a cork ring for all 
subsequent plate-drying steps.

14. Dry for 15 minutes at room tempera
ture and for another 15 minutes in a vac
uum oven.

15. Place the plate in a tank containing 
fresh 10:1:1 benzene-chloroform-ethyl ace
tate. Saturation of tank atmosphere is 
unnecessary.

16. Allow the solvent to rise 17 centimeters 
from the botom of the plate.

17. Determine the position of MGA on the 
plate in section A with UV radiation refer
ring to the lower spot in the center section. 
MGA will be below progesterone.

18. Scribe horizontal lines on section B 
above and below the MGA area using section 
A as a guide to determine the width of the 
band to be removed. Do not disturb section
A.

19. Wash a sintered glass funnel with
chloroform, hexane, and alcohol using a 
vacuum supply. v

20. Scrape the MGA zone with a clean ra
zor blade onto a piece of weighing paper and 
transfer the scrapings to the sintered glass 
funnel.

a. Do not rinse the weighing paper with 
alcohol.

b. Clean razor blade with hexane before 
and after each sample.

21. Add four 5-milliliter portions of 19:1 
ethanol-water, stir with a glass rod, let stand 
5 minutes, and filter with vacuum into a 
50-milliliter round-bottomed flask using a 
filtrator.

22. Roto-evaporate the combined filtrates. 
Stopping place. Stopper antt store in a re
frigerator or deep freeze.

H. Gas liquid chromatography:
I. Transfer the residue from the round- 

bottomed flask to a Shevky-Stafford tube 
with four 1-millilter portions of chloroform

2. Place the tubes into a water bath (35- 
40° C.) and evaporate the solvent with a 
gentle stream of nitrogen, using the minia
ture Jet evaporator.

3. Rinse the sides down with approximately 
1 milliliter of choloroform and once again 
evaporate the solvent.

4. Remove the tube from the evaporator as 
soon as possible after solvent has been re
moved.

5. Bring the volume up to the 0.1 milli
liter mark with chloroform and swirl with a 
vortex mixer.

6. On a 2-foot conditioned column, ad
just the gas flow and oven temperature to 
give a 10-15 minute retention time and ad
just attenuation to give a peak height of 
20-35 millimeters for 0.1 micrograms of MGA.

a. Suggested parameters are: Oven tem
perature, 210°-225° C; detector temperature, 
275*-280* C; inlet temperature, 255* C; car
rier gas flow for helium, 60-120 milliliters per 
minute, for hydrogen, 40-60 milliliters per 
minute, for air. 300 milliliters per minute; 
chart speed, 0.25-0.5 inch per minute.

b. Do not exceed an oven temperature 
of 230° C.

7. Inject 10 microliters of stock solution D  
and measure the peak height in millimeters.

8. Inject 10 microliters of the sample and 
measure the peak height in milliliters.

9. For fat samples or problem samples use 
the 3-foot column providing a longer reten
tion time of 16-20 minutes.

VI. Calculations. Calculate the parts per 
billion MGA by the following formula:

Peak height of unknown  
F a rts  per b illio n  = pe&k h&lgM Qf sta n d a jd X33.3
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VII. Recovery study. A. Fortification of 

reagent blank:
1. For those using this method for the 

first time either for recovery study or tissue 
assay, a solvent blank and solvent fortified 
with MGA should be processed through the 
entire procedure. This preliminary operation 
will establish whether or not the procedure 
is free from contamination arising from sol
vents and glassware and demonstrate the 
level of recovery of standard MGA. Level of 
recovery should be in the same range as the 
samples. ^

2. Place 175 milliliters of 190 proof ethanol 
into the homogenizer.

3. To another 175 milliliters of 190 proof 
ethanol in a homogenizer cup add 1 milliliter 
of stock solution B.

4. Assay both samples as described in the 
procedure beginning with the extraction step 
V—C4.

B. Fortification of the samples:
1. Weigh 60-gram portions of the un

fortified tissue into homogenizer cups and 
set half of them aside to serve as tissue 
blanks.

2. Add to the remaining samples 1 milli
liter of stock solution B to serve as fortified 
samples to which 25 parts per billion have 
been added.

3. Assay both fortified and unfortified 
tissue as described in the procedure section 
beginning with the extraction step V-C3 or 
the extraction step V-D2, whichever is 
appropriate.

§ 556.390 Methylparaben.
A tolerance of zero is established for 

residues of methylparaben in milk from 
dairy animals.
§ 556.400 Méthylprednisolone.

A tolerance is established for negligible 
residues of méthylprednisolone in milk 
at 10 parts per billion.
§ 556.410 Metoserpate hydrochloride.

A tolerance of 0.02 part per million is 
established for negligible residues of 
metoserpate hydrochloride (methyl-o- 
methyl -18 - epireserpate hydrochloride) 
in uncooked edible tissues of chickens.
§ 556.420 Monensin.

A tolerance of 0.05 part per million is 
established for negligible residues of 
monensin, in the edible tissues of 
chickens.
§ 556.430 Neomycin.

Tolerances are established for resi
dues of neomycin in food as follows: 
0.25 part per million (negligible residue) 
in edible tissues of calves; and 0.15 part 
per million (negligible residue) in milk.
§ 556.440 Nequinate.

A tolerance of 0.1 part per million is 
established for negligible residues of 
nequinate in the uncooked edible tissues 
of chickens.
§ 556.450 Nihydrazone.

A tolerance of zero is established for 
residues of nihydrazone (5-nitro-2-fur- 
aldehyde acetylhydrazone) in the un
cooked edible tissues and eggs of 
chickens.
§ 556.460 Novobiocin.

A tolerance of zero is established for 
residues of novobiocin in milk from dairy 
animals, in eggs, and in the uncooked 
edible tissues of chickens and turkeys.
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§ 556.470 Nystatin.
A tolerance of zero is established for 

residues of nystatin in or on eggs and the 
uncooked edible tissues of swine and 
poultry.
§ 556.480 Oleandomycin.

Tolerances are established for. negli
gible residues of oleandomycin in un
cooked edible tissues of chickens, tur
keys, and swine at 0.15 part per million.
§ 556.490 Ormetoprim.

A tolerance of 0.1 part per million is 
established for negligible residues of 
ormetoprim in the edible tissues of 
chickens and turkeys.
§ 556.500 Oxytetracycline.

Tolerances are established for residues 
of oxytetracycline in food as follows:

(a) In edible tissues of chickens and 
turkeys:

(1) 3 parts per million in uncooked 
kidney.

(2) 1 part per million in uncooked 
muscle, liver, fat, and skin.

(b) 0.1 part per million in uncooked 
edible tissues of swine.

(c) 0.1 part per million in uncooked 
elible tissues of cattle, beef calves, non- 
lactating dairy cattle and dairy calves.

(d) A tolerance of 0.1 part per mil
lion is established for negligible residues 
of oxytetracycline in uncooked edible tis
sues of salmonids and catfish.
§ 556.510 Penicillin.

Tolerances are established for residues 
of penicillin and the salts of penicillin in 
food as follows:

(a) 0.05 part per million (negligible 
residue) in the uncooked edible tissues of 
cattle.

(b) Zero in the uncooked edible tissues 
of chickens, pheasants, quail, and swine; 
in eggs; and in milk or in any processed 
food in which such milk has been used.

(c) 0.01 part per million in the un
cooked edible tissues of turkeys.
§ 556.520 Prednisolone.

A tolerance of zero is established for 
residues of prednisolone in milk from 
dairy animals.
§ 556.530 Prednisone.

A tolerance of zero is established for 
residues of prednisone in milk from dairy 
animals.
§ 556.540 Progesterone.

(a) No residue of progesterone may 
be found in the uncooked edible tissues 
of lambs and steers.

(b) The method of examination pre
scribed for the quantitative determina
tion of progesterone is as follows: Pre
pare an extractive of the tissues as de
scribed in this paragraph, and bioassay 
the extractive in a vegetable oil vehicle 
by the method of Hooker and Forbes, 
published in “Endocrinology,” volume 41, 
page 158 (1947) .*

1 Copies may be obtained from: Yale Uni
versity, Department of Anatomy, New Haven, 
CT 06520.

(1) Extraction procedure for liver, 
lean meat, and kidney tissue:

(1) Extract 1 kilogram of finely minced 
tissue with 20 volumes of a mixture of 
chloroform:methyl alcohol: :2:1 in a 
tissue homogenized.

(ii) Separate the insoluble material by 
filtration with suction and reextract with 
two volumes of the chloroform-methyl 
alcohol mixture.

(iii) Again separate the insoluble ma
terial, and extract it with one-fifth 
volume of water. Separate the water 
from the insoluble material and extract 
the water two times with two volumes 
of chloroform.

(iv) Combine the chloroform-methyl 
alcohol and the chloroform extractives 
from paragraph (b )(1 ) (i), (ii), and 
(iii) of this section and evaporate to dry
ness in vacuum under a stream of nitro
gen. Redissolve the residue in chloro
form-methyl alcohol mixture, separate 
any insoluble protein, and again evap
orate to dryness in vacuum under a 
stream of nitrogen.

(v) Dissolve the residue from para
graph (b) (1) (iv) of this section in three 
volumes of petroleum ether, and extract 
four times with equal volumes of fresh 
portions of 70 percent methyl alcohol in 
water. Combine the 70 percent methyl 
alcohol extractives, and wash the methyl 
alcohol solution with one-fourth volumte 
of petroleum ether. Discard the petro
leum ether.

(vi) Concentrate the aqueous methyl 
alcohol solution from paragraph (b) (1)
(v) of this section under vacuum to re
move the methyl alcohol, and extract the 
aqueous solution four times with equal 
volumes of ethyl ether.

(vii) Combine the ethyl ether extrac
tives, and evaporate to dryness. The 
residue is dissolved in a suitable amount 
of solvent for bioassay.

(2) Extraction procedure for fatty 
tissue:

(i) Extract 1 kilogram of finely 
minced tissue two times with five volumes 
of a mixture of hexane: benzene:: 1:1 and 
one time with one vblume of the same 
solvent.

(ii) Combine hexane-benzene extrac
tives and evaporate to dryness.

(iii) Dissolve the residue from subdi
vision (ii) of this subparagraph in 12 
liters of petroleum ether and extract five 
times with ^-liter of 70 percent ethyl 
alcohol in water. Combine the 70 per
cent ethyl alcohol extractive, and con
centrate by evaporation to remove most 
of the ethyl alcohol. Discard the petro
leum ether.

(iv) Extract the aqueous solution from 
paragraph (b )(1 ) (iii) o f this section 
four times with one-half volume of ethyl 
ether.

(v) Combine the ethyl ether extracts 
and evaporate to dryness. The residue 
is dissolved in a suitable amount of sol
vent for bioassay.
§ 556.550 Propylparaben.

A tolerance of zero is established for 
residues of propylparaben in milk from 
dairy animals.
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§ 556.560 Pyrantel tartrate.
Tolerances are established for residues 

of pyrantel tartrate in edible tissues of 
swine as follows :

(a) 10 parts per million in liver and 
kidney.

( b) 1 part per million in muscle.
§ 556.570 Reserpine.

A tolerance of zero is established for 
residues of reserpine and its metabolites 
in or on the uncooked edible tissues and 
eggs of turkeys.
§ 556.580 Robenidine hydrochloride.

Tolerances are established for resi
dues of robenidine hydrochloride in edi
ble tissues of chickens as follows:

0.2 part per million in skin and fat. 
0.1 part per. million (negligible resi

due) in edible tissues other than skin and 
fat.
§ 556.590 Salicylic acid.

A tolerance of zero is established for 
residues of salicylic acid in milk from 
dairy animals.
§ 556.600 Spectinomycin.

A tolerance of 0.1 part per million is 
established for negligible residues of 
spectinomycin in the uncooked edible 
tissues of chickens.
*§ 556.610 Streptomycin.

A tolérance of zero is established for 
residues of streptomycin in the uncooked 
edible tissues of chickens, turkeys, and 
swine, and in eggs.
§ 556.625 Sodium sulfachloropyrazine 

monohydrate.
A tolerance of zero is established for 

residues of sodium sulfachloropyrazine 
monohydrate in the uncooked edible tis
sues of chickens.
§ 556.630 Sulfachlorpyridazine.

A tolerance of 0.1 part per million is 
established for negligible residues of 
sulfachlorpyridazine in uncooked edible 
tissues of calves and swine.
§ 556.640 Sulfadimethoxine.

Tolerances are established for resi
dues of sulfadimethoxine in edible prod
ucts of animals as follows:

(a) In the uncooked edible tissues of 
chickens, turkeys, and cattle at 0.1 part 
per million (negligible residue).

(b) In milk at 0.01 part per million 
(negligible residue).
§ 556.650 Sulfaethoxypyridazine.

Tolerances for residues of sulfa
ethoxypyridazine in food are established 
as follows:

(a) Zero in the uncooked edible tissues 
of swine and in milk.

(b) 0.1 part per million (negligible res
idue) in uncooked edible tissues of cat
tle.
§ 556.660 Sulfamerazine.

A tolerance of zero is established for 
residues of sulfamerazine (N l-C4-methyl- 
2-pyrimidinyllsulfanilamide) in the un
cooked edible tissues of trout.
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§ 556.670 Sulfamethazine.
A tolerance of 0.1 part per million is 

established for negligible residues of sul
famethazine in the uncooked edible 
tissues of cattle and swine.
§ 556.680 Sulfanitran.

A tolerance of zero is established for 
residues of sulfanitran (acetyl (p-nitro- 
phenyl) sulfanilamide) and its metabo- 

.lites in the uncooked edible tissues of 
chickens.
§ 556.690 Sulfathiazole.

A tolerance of 0.1 part per million is 
established for negligible residues of sul
fathiazole in the uncooked edible tis
sues of swine.
§ 556.700 Sulfomyxin.

A tolerance of zero is established for 
residues of sulfomyxin (N-sulfomethyl- 
polymyxin B sodium salt) in uncooked 
edible tissues from chickens and turkeys.
§ 556.708 Testosterone.

(a) No residues of testosterone may be 
found in the uncooked edible tissues of 
beef cattle.

(b) The method of examination pre
scribed for the quantitative determina
tion of testosterone is as follows: Prepare 
an extract of the tissues as described in 
§ 556.540 (1) and (2) and bioassay 
the extractive in an ethyl alcohol vehicle 
by inunction of the day-old chick’s comb 
by the method published in “Methods in 
Hormone Research,” New York, Aca
demic Press, volume II, page 286 (1962) .1
§ 556.710 Testosterone propionate.

(a) No residues of testosterone pro
pionate may be found in the uncooked 
edible tissues of heifers.

(b) The method of examination pre
scribed for the quantitative determina
tion of testosterone propionate is as fol
lows: Prepare an extract of the tissues as 
described in § 556.540(b) (1) and (2) 
and bioassay the extractive in an ethyl 
alcohol vehicle by inunction on the day- 
old chick’s comb by the method published 
in “Methods in Hormone Research,”  New 
York, Academic Press, volume n , page 
286 (1962) }
§ 556.720 Tetracycline.

A tolerance of 0.25 part per million is 
established for negligible residues of 
tetracycline in uncooked edible tissues of 
calves, swine, sheep, chickens, and 
turkeys.
§ 556.730 Thiabendazole.

Tolerances are established at 0.1 part 
per million for negligible residues of thia
bendazole in uncooked edible tissues of 
cattle, goats, sheep, and swine, and at 
0.05 part per million for negligible resi
dues in milk.
§ 556.740 Tylosin.

Tolerances are established for residues 
of tylosin in edible products of animals 
as follows:

1 Copies may be obtained from: Academic 
Press Inc., I l l  Fifth Ave., New York, N.Y. 
10003.
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(a) In chickens and turkeys: 0.2 part 
per million (negligible residue) in un
cooked fat, muscle, liver, and kidney.

(b) In cattle: 0.2 part per million 
(negligible residue) iii uncooked fat, 
muscle, liver, and kidney.

(c) In swine: 0.2 part per million 
(negligible residue) in uncooked fat, 
muscle, liver, and kidney.

(d) In milk: 0.05 part per million 
(negligible residue).

(e) In eggs: 0.2 part per million (neg
ligible residue).
§ 556.750 Virginiamycin.

A tolerance of 0.1 part per million is 
established for negligible residues of vir
giniamycin in the edible tissues of swine.
§ 556.760 Zeranol.'

No residues of zeranol (6-(6,10-dihy- 
droxyundecyl-/3-resorcylic acid-#*-lac- 
tone may be found in the uncooked 
edible tissues of cattle and sheep as 
determined by the following method of 
analysis:

I. Method of A n alysis— Zeranol

A gas chromatographic method for the de
termination of the drug In frozen beef tis
sues Is described. Tissue Is , frozen and stored 
In a deep freezer untU ready for examination. 
A weighed portion of wet tissue (with ex
ception of fat) is homogenized and lyophil- 
ized to dry solid. The drug is recovered from 
dry tissue by an extraction with methanol 
in a Soxhlet extractor. The methanol extract 
is digested In the presence of hydrochloric 
acid to hydrolyze conjugates should any be 
present. Elimination of impurities Is brought 
about by liquid partition transfer succes
sively to chloroform to IN  sodium hydroxide, 
to carbon tetrachloride, to IN  sodium hy
droxide, to ethyl ether, and, finally, to a dry 
residue. The residue is reacted with a silane 
mixture to create a volatile derivative which 
is quantitated by peak area measurements 
from a flame ionization detector. The drug 
oan be detected at a level of 20 parts per 
billion with negligible interference from tis
sues or reagents.

n . R eagents

A. Carbon tetrachloride, N.F., Fisher Sci
entific C—186, or equivalent.

B. Chloroform, NJF., Fisher Scientific C - 
296, or equivalent.

C. Chromatograph gases, flow rates ad
justed to maximize sensitivity for specific 
chromatograph.

1. Carrier gas, conventional tank helium.
2. Flame makeup gas.
a. Oxygen, conventional tank oxygen.
b. Hydrogen, Linde high purity, or equiv

alent.
D. Column packing, 3 percent OE SE-52 

(Applied Solence Laboratories) on PJE. Ce- 
llte 60-80 mesh (Johns Manville Product No. 
154-0048), or equivalent.

E. Ether, anhydrous, Fisher Scientific 
E-138, or equivalent.

F. Hexamethyldisllazane, Dow-Corning, 
Peninsular, or equivalent.

G. Hydrochloric acid, analytical reagent 
grade.

H. Methanol, certified A.C.S., spectrana- 
lyzed, Fisher Scientific A-408, or equivalent.

I. Phosphoric acid, analytical reagent 
grade.

J. Pyridine, anhydrous, A.C.S. reagent 
grade.

K. Sllatlng reagent mixture: Pipet 8 mil
liliters each of pyridine and hexamethyl- 
disilazane and 4 milliliters of trlmethyl- 
ohlorosilane into a clean glass vial with a
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polyethylene cap and mix thoroughly. Let 
stand overnight and decant supernatant liq
uid into a vial. Cap and store at room 
temperature for dally use. If kept dry, the 
reagent is stable for more than a month. 
Blanks are scanned by gas chromatography 
on each new bottle of J, F, and N  material 
used in the silating reagent mixture for 
possible peak interference in the region of 
zeranol derivative.

L. Sodium chloride, analytical reagent 
grade.

M. Sodium hydroxide, analytical reagent 
grade.

N. Trimethylchlorosilane, Dow-Coming, 
Peninsular, or equivalent.

O. Water, distilled in glass.
P. Zeranol, primary standard.
Q. Solutions.
1. 2N Hydrochloric acid in water.
2. 31V Phosphoric acid in water.
3. 2 percent w/v solium chloride in water.
4. IN  Sodium hydroxide in water.

in . Apparatus

A. Extraction assemblies, Soxhlet, im
proved, standard taper grindings, Pyrex 
brand glass, 1,000 milliliters capacity, 
Sargent Catalog S-31265D, or equivalent.

B. Flasks, freeze drying, widemouth, 1,000 
milliliters capacity, 24/40 standard taper 
grindings, Pyrex brand glass, Sargent Catalog 
S-28875-20-F, or equivalent.

C. Flasks, homogenizing, 250 milliliters, 
Sargent Catalog S-61716, or equivalent.

D. Funnels, separatory, Squibb stopper, 
with Teflon stopcock plug, Pyrex brand glass, 
250- and 500-milliliter capacities, Sargent 
Catalog S-35815—20-F or G, or equivalent.

E. Gas chromatograph, F and M Model 
5750 with flame Ionization detector, or 
equivalent.

F. Gas chromatography column: Stain
less steel tubing, 6 feet by 3/16 inch packed 
with 3 percent by weight GE SE-52 (Applied 
Science Laboratories) deposited on PH. Ce- 
lite 60-60 mesh (product No. 154-0048), or 
equivalent. Condition the column by baking 
for 40-80 hours at 325* C. with a helium 
flow, but detached from the detector input. 
Injections of 1-2 mlcrollters of a 50/50 mix
ture of hexamethyldlsilazane and trimethyl
chlorosilane will help remove active sites 
in the column.

1. Prepare a TMS derivative of a 1,000- 
microgram zeranol standard as described 
in the procedure section. Inject 1-micro- 
liter quantities to determine whether the 
column is responding to the conditioning. 
After the column shows a response at the 
1,000-microgram - level, proceed to smaller 
quantities to optimize conditions.

2. The column and chromatograph must 
be conditioned to achieve a minimum 
sensitivity response so that a peak 5 milli
meters in height results from an injection of 
5 microliter of standard preparation contain
ing 1 microgram of zeranol in the deriva
tive preparation. This criterion must be met 
before tissue assay is attempted.

3. The column is brought to 250* C. after 
conditioning and held at that temperature 
for at least 12 hours before making a run.

G. Heating mantle, electric, Glas-Col, 
Sargent Catalog S—40866H. or equivalent.

H. Hot plate, with gradient rheostat heat 
control.

I. Meat grinder, manually operated or 
equivalent.

J. Steam bath.
K. Syringe. Hamilton Micro Syringe Model 

701, 10-microliter capacity, or equivalent.
L. Torsion balance, 0.1 gram sensitivity, 

500 grams capacity.
M. Vials, 1-dram glass with plastic tops, 

Owens-Illinois. Oryticlear, or equivalent.
N. Virtis freeze drier. Sargent Catalog 

S-28881-80, or equivalent.

0. Virtis homogenizing mill, macro, Virtis 
No. 45, Sargent Catalog S-61700, or 
equivalent.

IV. Standard Solutions

A. Stock solution A: Accurately weigh
0.1000 gram of zeranol, primary standard, 
into a 250-milliliter beaker. Dissolve the 
standard in 80 milliliters of methanol and 
accurately dilute to 100 milliters in a volu
metric flask with methanol. By preparation, 
the solution contains 1,000 micrograms per 
milliliter.

B. Stock solution B: Dilute 10.0 milliliters 
of stock solution A to 100 milliliters with 
methanol to provide a standard containing 
100 micrograms of the drug per milliliter.

C. Stock solution C: Dilute 5.0 milliliters 
of stock solution B to 100 milliliters with 
methanol to provide a standard of 5 micro
grams per milliliter.

D. Stock solution D: Dilute 2.0 milliliters 
of stock solution B to 100 milliliters with 
methanol to provide a standard of 2 micro
grams per milliliter. Transfer 1.0 milliliter 
of stock solution D to a 1-dram glass vial, 
evaporate t6 a dry residue in a vacuum desic
cator at reduced pressure. The residue con
tains 2 micrograms of zeranol to be used 
as a calibration standard in operation of the 
gas chromatograph.

V. P rocedure

A. Preparation of glassware: Glassware 
should be washed in detergent or chromic 
acid solution to remove contaminants and 
rinsed in water to remove traces of cleaning 
agent. Rinse with methanol before using.

B. Preparation of sampie.
1. Collect muscle, liver, kidney, and tripe 

from a freshly sacrificed animal under the 
cleanest conditions possible.

2. Grind the fresh tissue in a meat grinder, 
divide into 100-gram portions, and wrap in 
aluminum foil. Store wrapped tissue in a 
deep freeze. Fat should be wrapped in foil and 
stored in deep freeze.

C. Extraction procedure for muscle, liver 
kidney, and tripe.

1. Weight 100 grams of partially thawed 
tissue into a 250-milliliter homogenizing 
flask, add 60 milliliters of water, and attach 
to a Virtis ‘‘45” Tissue Mill, or equivalent.

2. Mix the materials at 45,000 r.p.m. for 5 
minutes to obtain a thin homogenate.

3. ^Transfer the homogenate to a 1-liter, 
widemouth, freeze drying flask using 10-20 
milliliters of water for a rinse.

4. Place the flask on its side in a nearly 
horizontal position in a slurry of dry ice and 
acetone. Rotate the flask on its side as the 
homogenate cools to set down a uniform 
frozen solid layer on the wall of the flask.

5. Mount the flask on a Virtis freeze drier, 
or equivalent, and lyophilize to dry solids. 
This operation usually requires 20-24 hours. 
Stopping place.

6. Transfer the solid cake to a clean sheet 
of paper and crumble by hand to a size con
venient for transfer to an extraction thimble.

7. Transfer the solids to a single thickness 
60 x 180 milliliters Soxhlet extraction thim
ble and compact the solids sufficiently to 
guarantee complete immersion during solid 
extraction.

8. Transfer 600 milliliters of methanol to 
a 1-liter pot of a Soxhlet extraction assembly 
and place the thimble in the extractor. 
Mount a large glass funnel in the neck of 
the extractor with the stem extending into 
the thimble. Rinse the 1-liter freeze drying 
flask with three 50-milliliter portions of fresh 
methanol and transfer the rinses through 
the funnel into the thimble. Mount the con
denser in the extractor and extract the solids 
for 15 hours. The extractor should be heated 
with the electric heating mantle so that a 
fill-empty cycle requires 18-24 minutes.
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9. Drain the methanol from the thimble. 
Composite the methanol from the extractor 
and pot in an 800-mllliliter beaker.

10. Rinse the pot with 10 milliliters of 
methanol and add to the methanol com
posite. Transfer 50 milliliters of 2N HC1 down 
the pot side wall, and add to methanol com
posite. Concentrate to 125 milliliters by boil
ing on a hotplate.

D. Extraction procedure for fat.
1. Cut fat into y4 -inch cubes. The lyophi- 

lization of fat is unnecessary since it is 
essentially water free.

2. Transfer 100 grams of the prepared fat 
to a 60- x 180-millimeter extraction thimble 
and extract with 750 milliliters of methanol 
for 15 hours in the Soxhlet extractor. The 
extractor should be heated with the electric 
heating mantle so that a fill-empty cycle re
quires 18-24 minutes.

3. Drain the methanol from the thimble. 
Composite the methanol from the extractor 
and pot in an 800-milllliter breaker.

4. Rinse the pot with 10 milliliters of 
methanol and add to the methanol composite. 
Transfer 50 milliliters of 2N HC1 down the pot 
side wall, and add to methanol composite. 
Concentrate to 125 milliliters by boiling on 
a hot plate.

E. Solvent partition.
1. Transfer the methanol concentrate to a 

500-milliliter separatory funnel, identified 
by number as 1, with 70 milliliters of chloro
form rinse and mix.

2. Add 300 milliliters of water and without 
shaking allow liquid phases to separate.

3. Withdraw the chloroform layer into a 
separatory funnel, identified by number as 
2, containing 100 milliliters of 2 percent 
aqueous sodium chloride.

4. Gently mix the contents of funnel 2 
horizontally end to end 30 times and allow 
phases to separate. Usually about ,20 minutes 
are required to obtain maximum chloroform 
separation.

5. Withdraw the chloroform layer into a 
beaker.

6. Extract with shaking the contents of 
funnels 1 and 2 successively with three more 
50-milliliter portions of chloroform.

7. Composite the chloroform extracts and 
concentrate to 125 milliliters by evapora
tion on a steam bath and cool to room 
temperature.

8. Transfer the chloroform composite to 
a 250-milliliter separatory funnel, fitted with 
a Teflon stopcock, using 10 milliliters of 
chloroform as a rinse.

9. Extract the chloroform with three sep
arate 20-mllllliter portions of IN  sodium 
hydroxide solution retaining the emulsion 
in the sodium hydroxide phase. Agitation of 
sodium hydroxide with the chloroform ex
tract for the first time is accompanied by 
the appearance of emulsion.

10. Perform an extraction by gently in
verting the closed funnel and returning the 
funnel to an upright position.

11. Repeat phase mixing 30 times per 
extraction.

12. Allow phases to separate for 10 min
utes. The time delay allows for gradual dis
sipation of the emulsion to improve phase 
separation. The zeranol transfers from the 
chloroform to the upper sodium hydroxide 
phase in  this operation. '

13. Composite the sodium hydroxide 
extracts.

14. Wash the sodium hydroxide extract 
with three 50-mlllillter portions of chloro
form using the technique as in step 9 and 
the same 10-minute interval for phase sep
aration. Washing the chloroform removes 
the emulsion and unwanted impurities from 
the sodium hydroxide phase.

15. Discard the chloroform,washes. Trans
fer the sodium hydroxide extracts to a 250- 
milliliter beaker. Rinse each separatory fun-
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nel with two 5-milliliter portions of water 
and add to the sodium hydroxide extract. 
Wash each funnel twice with tap water and 
twice with distilled water before next use.

16. Neutralize the washed sodium hydrox
ide extract to pH 8.0 by dropwise addition 
of 3N phosphoric acid using a pH meter for 
pH detection.

17. Transfer the pH 8.0 water extract to a 
250-milliliter separatory funnel using 10 to 
20 milliliters of water for a rinse.

18. Extract the solution with three sepa
rate 50-milliliter portions of carbon tetra
chloride. The zeranol transfers to the lower 
carbon tetrachloride phase. Use the same 30- 
count phase-mixing technique as in step 9 
and allow the mixture to stand 5 minutes for 
phase separation.

19. Composite the carbon tetrachloride 
extracts.

20. Extract the carbon tetrachloride com
posite with two 20-milliliter portions of IN  
sodium hydroxide. Zeranol transfers from 
carbon tetrachloride to the upper sodium 
hydroxide phase. After phase mixing, allow 
the mixture to stand 5 minutes for phase 
separation.

21. Composite the sodium hydroxide 
extracts.

22. Wash the extract with two 50-milliliter 
portions of carbon tetrachloride. Allow the 
mixture to stand 5 minutes for phase sepa
ration. Discard the carbon tetrachloride 
washes.

23. Transfer the sodium hydroxide extract 
Into a 250-mllllliter beaker. Rinse the sepa
ratory funnel with two 5-milliliter portions 
of water and add to the sodium hydroxide 
extract. Wash each funnel twice with tap 
water and twice with distilled water before 
next use. Adjust the sodium hydroxide ex
tract to a pH of 9.5 by dropwise addition of 
3N  phosphoric acid and transfer to a 250- 
milllllter separatory funnel using 10-20 
milliliters of water for a rinse.

24. Extract the pH 9.5 water solution with 
three separate 30-milllllter portions of an
hydrous ethyl ether. Allow the mixture to 
stand 5 minutes for phase separation. The 
zeranol transfers to the upper ether phase.

25. Composite the ether extracts in a 125- 
mllllllter Erlenmeyer flask.

26. Reduce the volume of ether to about 
1-2 milliliters by evaporation on a hot plate 
with low heat while removing vapor from top 
of flask by vacuum aspiration.

27. Transfer ether residue to a 1-dram 
glass vial. Rinse down flask side wall with 
1-2 milliliters of fresh ether and transfer 
to the glass vial.

28. Continue evaporation of ether to 0.1 
milliliter.

29. Place vial in a vacuum desiccator and 
evaporate residue at line vacuum and room 
temperature overnight to dryness.

30. Close vial with a plastic cap and sub
mit ether residue for preparation of TMS 
derivative and gas chromatographic assay 
Stopping place.

F. Gas liquid chromatography.
1. Start the gas chromatography and main

tain the following operational conditions:
Carrier gas pressure: 50 p.s.l. at tank.
Carrier gas flow rate: Sufficient to give 

zeranol derivative peak a retention time of 
4-8 minutes.

Electrometer range: 10* ov HP.
Detector temperature: 325'* C.
Injection port temperature: 325® C.
Column temperature: 250°-280® C., operate 

lsothermally.
Recorder sensitivity: 1 millivolt.
Recorder chart speed: 1 inch per minute.
Sample size: 1 microliter to 5 microliters 

as necessary to give desired peak area for 
quantitative _ measurement.

Septums: Replace each evening and allow 
to condition overnight at operational 
temperature.
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Flame assembly: Remove silica ash from 

the flame assembly each week. The flame 
assembly is removed: the anode, flame Jet, 
and chimney are cleaned with a nylon bristle 
brush. Water and acetone are drawn through 
the Jet capillary to remove any foreign 
material.

2. Add 0.2 milliliter of silating reagent to 
the sample or to the zeranol standard.

3. Stopper the vial and shake vigorously.
4. Warm the vial at 40°-50° C. for a few 

minutes, then roll the vial on a horizontal 
plane to Insure that all of the interior sur
faces of the vial have been in contact with 
the reagent.

5. Let vial stand for 4 hours or overnight 
in a warm area (40® C.) to allow reaction to 
reach completion.

6. Place vial in a small padded centrifuge 
tube and centrifuge to settle the precipitate 
and insure that all the liquid is at the bottom 
of the vial.

7. Inject 1.0-5.0 microliters of clear solu
tion into the chromatograph. At the begin
ning of the day’s run, make 3-5 injections of

a standard to condition the column for that 
day before taking quantitative data.

8. Run known mixtures at the beginning, 
middle, and end of the day’s run over the 
concentration range of samples to be ana
lyzed to compensate for day-to-day sensitiv
ity fluctuations and drift. I f four or less 
samples are to be run, calibrating at the 
beginning and end of the run is sufficient.

VI. Calculations

Area values are obtained on known mix
tures and samples by multiplying the net 
peak height by the peak width at half height 
or by counting squares. Area values obtained 
on knowns are plotted versus zeranol con
centration. Calibration plots Indicate a near 
linear function in the 9-10 microgram range. 
Area values obtained on samples are con
verted directly to microgram quantities using 
the curve. Control teste demonstrated a 70 
percent recovery of zeranol from spiked wet 
beef liver and muscle necessitating a correc
tion factor.

Micrograms of zeranol found x 1,000 
Zeranol, parts per billion = --------------------- WX0~7-----------------------

Where:
0.7=Correction factor for 70 percent recovery.
W =G rains of tissue examined.

VTI. Recovery Study

A. Fortification of reagent blank.
1. For those using this method for the 

first time either for recovery study or tissue 
assay, a solvent blank and solvent fortified 
with . zeranol should be processed through 
the entire procedure. This preliminary oper
ation will establish whether or not the pro
cedure is free from contamination arising 
from solvents and glassware and demon
strate the level of recovery of the standard 
zeranol. Level of recovery should be in the 
same range as the samples.

2. Transfer 600 milliliters of methanol to a 
1-liter beaker. Add 3*» milliliters of 2N  HC1 
to the methanol and concentrate to 125 mil
liliters by boiling on a hot plate.

3. Transfer 600 milliliters of methanol to 
a 1-liter beaker. Add 50 milliliters of 2N  HC1 
to the methanol and concentrate to 125 mil
liliters by boiling on a hot plate. Spike the 
concentrate with 1.0 milliliter of. stock solu
tion D.

4. Assay both samples as described in the 
procedure beginning extraction step V -E l.

B. Fortification of samples.
1. Transfer 100-gram portions of partially 

thawed tissues into 250-milliliter homoge
nizing flasks and set half of them aside to 
serve as tissue blanks.

2. Add to the remaining samples 1 milli
liter of stock solution D to serve as fortified 
samples to which 20 parts ber billion zeara- 
lanol have been added.

3. Assay both fortified and unfortified tis
sue as described in the procedure section 
beginning with V -C l.

§ 556.770 Zoalene.
Tolerances are established for residues 

of zoalene( 3,5-dinitro-o-toluamide) and 
its metabolite 3-amino-5-nitro-o-tolua- 
mide in food as follows:

(a) In edible tissues of chickens:
(1) 6 parts per million in uncooked 

liver and kidney.
(2) 3 parts per million in uncooked 

muscle tissue.
(3) 2 parts per million in uncooked 

fat.

(b) In edible tissues of turkeys: 3 
parts per million in uncooked muscle tis
sue and liver.

PART 558— NEW ANIMAL DRUGS FOR 
USE IN ANIMAL FEEDS 

Subpart A— General Provisions
Sec.
558.4 Approval of new animal drug appli

cations for medicated feeds.
558.5 New animal drug requirements for

liquid feed supplements.
558.15 Antibiotic, nitrofuran, and sul

fonamide drugs in the feed of 
animals.

558.19 Combination antibiotic drugs in
animal feeds no longer sanc
tioned.

Subpart B— Specific New Animal Drugs For Use 
in Animal Feeds

558.25 2-Acetylamino-5-nitrothiazole. 
558.35 Aklomide.
558.45 Ammonium chloride, feed grade. 
558.55 Amprolium.
558.95 Bambermycins.
558.105 Buquinolate.
558.115 Carbadox.
558.145 Chlortetracycline, procaine penicil

lin, and sulfamethazine.
558.155 Chlortetracycline, procaine penicil- 

• lln, and sulfathiazole.
558.173 Clopidol.
558.185 Coumaphos.
558.195 Decoquinate.
558.205 Dichlorvos.
558.225 Diethylstilbestrol.
558.305 Ipronidazole.
558.315 Levamisole hydrochloride (equiva

lent) .
558.325 Lincomycin.
558.355 Monensin.
558.365 Nequinate.
558.415 Novobiocin.
558.435 Oleandomycin.
558.465 Poloxalene liquid feed supplement. 
558.485 Pyrantel tartrate.
558.505 Reserpine.
558.515 Robenidine hydrochloride.
558.525 Ronnel.
558.565 Styrylpyridinium chloride, diethyl- 

carbamazine (as base).

FEDERAL REGISTER, VOL. 40, NO. 60— THURSDAY, MARCH 27, 1975



13960
Sec.
558.575 Sulfadimethoxine, ormetoprim. 
558.615 Thiabendazole.
558.625 Tylosin
558.630 Tylosin and svilfamethazine.
558.635 Virglniamycin.

Authority: Secs. 512, 701(a), 52 Stat. 
1055, 82 Stat. 343-351 (21 U.S.C. 360b,
371 ( a ) ) ;  unless otherwise noted.

Subpart A—-General Provisions
§ 558.4 Approval of new animal drug 

applications for medicated feeds.
(a) The Food and Drug Administra

tion cannot approve an initial new ani
mal drug application for a drug that is to 
be added to animal feed until a regula
tion providing for the safe use of the new; 
animal drug substance as a food additive 
has been promulgated by publication in 
the F ederal R egister in accordance with 
section 512 (i) of the Federal Food, Drug, 
and Cosmetic Act.

(b) In the past the Food and Drug 
Administration has received many medi
cated feed new animal drug applications 
from feed manufacturers prior to the 
promulgation of the required regulation, 
and these applications could not or can
not be reviewed until such promulgation. 
Frequently when such applications were 
finally reviewed after issuance of the reg
ulation, they were found to contain in
formation and labeling not in conform
ance with such regulation. This resulted 
in considerable unnecessary work on the 
part of the applicants and the Food and 
Drug Administration.

(c) Accordingly, effective on date of 
publication of this section in the F ederal 
R egister , the following is the policy of 
the Food and Drug Administration re
garding the processing of medicated feed 
new animal drug applications:

(1) Only those applications for a new 
animal drug for which a regulation has 
been established in this part will be ac
cepted and reviewed.

(2) Applications for new animal drugs 
for which no such regulation has been 
established will be returned to the appli
cant without review or comment.
(Sec. 512(1), 82 Stat. 347 (21 U.S.C. 360b 
( ! ) ) • )
§ 558.5 New animal drug requirements 

for liquid feed supplements.
(a) Information available to the Com

missioner of Food and Drugs shows that 
certain drugs are unstable when added 
to some liquid feed supplements. The 
demonstrated instability of these drugs 
gives rise to the question of the stability 
of other drugs when added to liquid feed 
supplements, except where specific ap
proval has been granted for such use. 
Therefore, the labeling of a drug to pro
vide for its use in a liquid feed supple
ment causes the drug to be a new animal 
drug for such use for which an approved 
new animal drug application is required 
pursuant to section 512(b) of the Federal 
Food, Drug, and Cosmetic Act.

RULES AND REGULATIONS

(b) The addition of a drug to a liquid 
feed supplement causes such supplement 
to become an animal feed bearing or 
containing a new animal drug for which 
an approved application is required pur
suant to section 512(m) of the act.

(c) Each drug product, intended for 
oral administration to animals, which 
contains any of the drugs listed in para
graph (d) of this section and which bears 
labeling for its use in animal feed and/ 
or drinking water shall also include in 
such labeling the following statement:
“FOR USE I N ____________ ONLY. NOT
FOR USE IN  LIQUID FEED SUPPLE
MENTS,” the blank being filled in with 
the words “DRY FEEDS,” “DRINKING 
WATER,” “DRY FEEDS AND DRINK
ING WATER” as applicable, unless:

(1) Such drug product is the subject 
of an approved new animal drug appli
cation providing for its use in liquid feed 
supplements, or;

(2) The labeling provisions of this 
paragraph have been waived on the basis 
of approval of a petition which includes 
a copy of the product label; a descrip
tion of the formulation; and information 
which establishes that the physical, 
chemical, or other properties of the par
ticular drug product are such that it can
not reasonably be expected to be diverted 
for use in liquid feed supplements. Such 
petitions shall be submitted to the Food 
and Drug Administration, Bureau of 
Veterinary Medicine, 5600 Fishers Lane, 
Rockville, MD 20852.

(d) The labeling provisions of para
graph“ (c) of this section apply to all 
forms of bacitracin, oxytetracycline, and 
chlortetracycline.

(e) For any drug which is the subject 
of an approved new animal drug applica
tion, the labeling provisions of paragraph
(c) of this section may be implemented 
without prior approval as provided for in 
§ 514.8 (d) and (e) of this chapter.
§ 558.15 Antibiotic, nitrofuran, and 

sulfonamide drugs in the feed of 
animals.

(a) The Commissioner of Food and 
Drugs will propose to revoke currently 
approved sub therapeutic (increased rate 
of gain, disease prevention, etc.) uses 
in animal feed of antibiotic and sulfon
amide drugs whether granted by approval 
of new animal drug applications, master 
files and/or antibiotic or food additive 
regulations, by no later than April 20, 
1975, or the nitrofuran drugs by no later 
than September 5, 1975, unless data are 
submitted which resolve conclusively the 
issues concerning their safety to man 
and animals and their effectiveness under 
specific criteria established by the Food 
and Drug Administration based on the 
guidelines included in the report of the 
FDA task force on the use of antibiotics 
in animal feeds. All persons or firms 
previously marketing identical, related, 
or similar products except the nitrofu

ran drugs not the subject of an approved 
new animal drug application must sub
mit a new animal drug application by 
July 19, 1973, or by December 4, 1973, 
in the case of nitrofuran drugs, if 
marketing is to continue during the in
terim. New animal drug entities with an
tibacterial activity not previously mar
keted, now pending approval or sub
mitted for approval prior to, on, or fol
lowing the effective date of this publica
tion, shall satisfy such criteria prior to 
approval.

(b) Any person interested in develop
ing data which will support retaining ap
proval for such uses of such antibiotic, 
nitrofuran, and sulfonamide drugs pur
suant to section 512(1) of the Federal 
Food, Drug, and Cosmetic Act shall sub
mit tp the Commissioner the following:

(1) By July 19, 1973, records and re
ports of completed, ongoing, or planned 
studies, including protocols, on the tetra
cyclines, streptomycin, dihydrostrepto
mycin, penicillin, and the sulfonamides; 
for all other antibiotics by October 17, 
1973; and for the nitrofuran drugs by 
March 4, 1974. The Food and Drug Ad
ministration encourages sponsors to 
consult with the Bureau of Veterinary 
Medicine on protocol design and plans 
for future studies.

(2) By April 20, 1974, data from com
pleted studies on the tetracyclines, strep
tomycin, dihydrostreptomycin, the sul
fonamides, and penicillin assessing the 
effect of the subtherapeutic use of the 
drug in feed on the salmonella reservoir 
in the target animal as compared to that 
in nonmedicated controls. Failure to 
complete the salmonella studies for any 
of these drugs, by. that time will be 
grounds for proceeding to immediately 
withdraw approval.

(3) By April 20, 1975, data satisfying 
all other specified criteria for safety and 
effectiveness, including the effect on the 
salmonella reservoir for any antibiotic 
or sulfonamide drugs and by Septem
ber 5, 1975, for the nitrofuran drugs, ap
proved for subtherapeutic use in animal 
feeds. Drug efficacy data shall be sub
mitted for any feed-use combination 
product containing such drug and any 
feed-use single ingredient antibiotic, ni
trofuran, or sulfonamide not reviewed by 
the National Academy of Sciences—Na
tional Research Gouncil, Drug Efficacy 
Study covering drugs marketed between 
1938 and 1962.

(4) Progress reports on studies under
way every January 1 and July 1 until 
completion.

(c) Failure on the part of any sponsor 
to comply with any of the provisions of 
paragraph (b) of this section for any of 
the antibacterial drugs included in 
paragraph (b) (1) of this section, or in
terim results indicating a health hazard, 
will be considered as grounds for im
mediately proceeding to withdraw ap
proval of that drug for use in animal
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feeds under section 512(1) of the 
act in the case of failure to submit 
required records and reports and under 
section 512(e) where new information 
shows that such drug is not shown to be 
safe.

(d) Criteria based upon the guidelines 
laid down by the task force may be ob
tained from the Food and Drug Adminis
tration, Bureau of Veterinary Medicine, 
5600 Fishers Lane, Rockville, MD 20852.

(e) Reports as specified in this section 
shall be submitted to: Food and Drug 
Administration, Bureau of Veterinary 
Medicine, Office of the Assistant to the 
Director for Antibiotics in Animal Feeds, 
5600 Fishers Lane, Rockville, MD 20852.

(f )  Following the completion of the 
requirements of paragraphs (a) and (b) 
of this section and the studies provided 
for therein:

(1) Those antibiotic, nitrofuran, and 
sulfonamide drugs which fail to meet 
the prescribed criteria for subtherapeutic 
uses but which are found to be effective 
for therapeutic purposes will be per
mitted in feed only for high-level, short
term therapeutic use and only by or on 
the order of a licensed veterinarian.

(2) Animal feeds containing antibac
terial drugs permitted to remain in use 
for subtherapeutic purposes shall be la
beled to include a statement of the quan
tity of such drugs.

§ 558.19 Combination antibiotic drags 
in animal feeds no longer sanctioned.

(a) The National Academy of 
Sciences-National Research Council, 
Drug Efficacy Study Group evaluated 
the effectiveness of various drugs in
tended for use in animals. In furtherance 
of the principles laid down by the Na
tional Academy of Sciences-National 
Research Council, and in response to 
the need for an integrated monitoring 
program of all animal drugs, the Com
missioner of Food and Drugs has con
ducted a review of certain additional 
combination antibiotic drugs used in 
animal feeds that were not considered 
by the National Academy of Sciences- 
National Research Council. The Com
missioner has concluded that available 
information fails to provide substantial 
evidence of effectiveness of the drugs 
listed in paragraph (c) of this section, 
and the manufacturers or distributors

have informed the Commissioner that 
either the drugs are no longer marketed 
or that there is no interest in their 
continued marketing.

(b) Certain drug combinations listed 
in paragraph (c) of this section were in 
use or sanctioned in Subpart C of Part 
121 and/or § 510.515 of this chapter, 
while other drug combinations should be 
the subject of an approved new animal 
drug application. The listing of certain 
combination antibiotic drugs that are no 
longer sanctioned for use in animal feed 
provides prompt public notice of this 
action and serves as an interim meas
ure to withdraw approval of the drugs 
listed under paragraph (c) of this sec
tion until recodification and amendment 
to the applicable sections can be com
pleted.

(c) The Commissioner finds that any 
further marketing of the following com
bination drugs constitutes a violation of 
the Federal Food, Drug, and Cosmetic 
Act in that they have not-been shown 
to be effective for their intended use. 
This listing is subject to later additions 
resulting from continued evaluation of 
combination animal drug products.

FEDERAL REGISTER, VOL. 40, NO. 60— THURSDAY, MARCH 27, 1975



13962 RULES AND REGULATIONS

IDENTIFI
CATION

83810

83021

83023

83027

83043

83052

83056

83100

83126

83143

83145

83146

63159

DRUG DOSAGE

SPECIES: CHICKI N BREEDER
RESERPIN E .002 PERCENT
BACITRACIN 10-200 GM /TON

SPECIES: CHICI EN BROILER
AM PROLIUM .004-.025 PERCENT
STREPTO M YCIN 30-50 GM /TON
AM PROLIUM .004-.025 PERCENT
PEN ICILLIN  PLUS
STREPTO M YCIN 14.4-50 GM /TON CO M B.
AM PROLIUM .004 .25  PERCENT
DIENESTRO L D IACETATE .0023-.007 PERCENT
PEN ICILLIN 2.4-50 GM /TON
AAAPROLIUM .0125-.025 PERCENT
ROXARSONE .0025-005 PERCENT
BACITRACIN 4-50 GM/TON
AAAPROLIUM .0125-.025 PERCENT ~
MANGANESE BACITRACIN PLUS
PENICILLIN 3.6-50 GM/TON COMB.
AAAPROLIUM .0125-.025 PERCENT
ROXARSONE .025-.005 PERCENT
MANGANESE BACITRACIN 4-50GAA/T0N
ETHOPABATE .0004 PERCENT
AMPROLIUM .0125-.025 PERCENT
BACITRACIN METHYLENE

Dl SALICYLATE PLUS
PENICILLIN 3.6-50 GM/TON COAAB.
ETHOPABATE .0004 PERCENT
AAAPROLIUM .004.0125 PERCENT
ZINC BACITRACIN PLUS
PENICILLIN 3.6-50 GM/TON COMB.
AAAPROLIUM .0125-.025 PERCENT
PENICILLIN PLUS
STREPTOMYCIN 14.4-50 GM/TON COMB.
AAAPROLIUM .0125- 025 PERCENT
BACITRACIN 4-50 GM/TON
AAAPROLIUM .0125- 025 PERCENT -
BACITRACIN PLUS
PENICILLIN 3.6-50 GM/TON COMB.
AMPROLIUM .0125-025 PERCENT
DIENESTROL DIACETATE .0023 PERCENT

IDENTIFI
CATION DRUG DOSAGE

PENICILLIN 2.4-50 GM/TON
83189 AMPROLIUM .0125-.025 PERCENT

DIENESTROL DIACETATE .007 PERCENT
PENICILLIN 2.4-50 GM/TON

83190 AMPROLIUM .0125-.025 PERCENT
DIENESTROL DIACETATE .0035 PERCENT
PENICILLIN 2.4-50 GM/TON

83198 AMPROLIUM 
BACITRACIN PLUS

.004-.0125 PERCENT

PENICILLIN 3.6-50 GM/TON COMB.
83149 AMPROLIUM .0125-.025 PERCENT

ARSANIUC ACID .01 PERCENT
ETHOPABATE .0004 PERCENT
PENICILLIN PLUS
STREPTOMYCIN 14.4-50 GM/TON COMB.

83062 DIENESTROL DIACETATE .0023-.007 PERCENT
PENICILLIN .0125 PERCENT

83138 HYGROMYCIN B 8 GM/TON
ZINC BACITRACIN PLUS
PENICILLIN 3.6-50 GM/TON COMB.

83060 NI HYDRAZONE
MANGANESE BACITRACIN PLUS

100 GM/TON

PENICILLIN 3.6-50 GM/TON COMB. .
83049 RESERPINE .0001 PERCENT

BACITRACIN 4-50 GM/TON
83050 RESERPINE .0001 PERCENT

MANGANESE BACITRACIN 4-50 GM/TON
83051 RESERPINE

MANGANESE BACITRACIN PLUS
.0001 PERCENT

PENICILLIN 3.6-50 GM/TON COMB.
83122 RESERPINE .0001 PERCENT

ZINC BACITRACIN 4-50 GM/TON
83123 RESERPINE - .0001 PERCENT

ZINC BACITRACIN 200 GM/TON MAXIMUM
83066 ROXARSONE .0025-.005 PERCENT

ZQALENE
MANGANESE BACITRACIN PLUS

.0125 PERCENT

PENICILLIN 3.6-50 GM/TON COMB.
83075 ROXARSONE .005 PERCENT

ZOALENE
ZINC BACITRACIN PLUS

.0125 PERCENT

PENICILLIN 3.6-50 GM/TON COMB.
83076 ROXARSONE .005 PERCENT

tDCNTIFI-
CATtON DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE

¡ZOALENE .0125 PERCENT BACITRACIN 4-50 GM/TON
I BACITRACIN METHYLENE ETHOPABATE .0004 PERCENT

DISALICYLATE PLUS 83431 AMPROLIUM .0125- .025 PERCENT
PENICILLIN 3.6-50 GM/TON COAAB. ROXARSONE .0025-.005 PERCENT

83032 ZOALENE .0125 PERCENT BACITRACIN 4-50 GM/TON
HYGROMYCIN B 8-12 GM/TON 63444 AMPROLIUM .0125-.025 PERCENT
PENICILLIN PLUS MANGANESE BACITRACIN 4-50 GM/TON
TYLOSIN 3.2-50 GM/TON COMB. ETHOPABATE .0004 PERCENT

83069 ZOALENE .0125 PERCENT 83551 AMPROLIUM .004-.0125 PERCENT
PENICILLIN PLUS BACITRACIN 4-50 GM/TON
TYLOSIN 3.2-50 GM/TON COMB. 83506 NIHYDRAZONE 100 GM/TON

83133 ZOALENE .0125 PERCENT ZINC BACITRACIN PLUS
ZINC BACITRACIN PLUS PENICILLIN 3.6-50 GM/TON COMB.
PENICILLIN 3.6-50 GM/TON COMB. 83442 RESERPINE .0001 PERCENT

B3135 ZOALENE .004-.0125 PERCENT MANGANESE BACITRACIN 4-50 GM/TON
ARSANIUC ACID .01 PERCENT 83443 RESERPINE .0001 PERCENT
ZINC BACITRACIN PLUS MANGANESE BACITRACIN PLUS
PENICILLIN 3.6-50 GM/TON COMB. PENICILLIN 3.6-50 GM/TON COMB.

83205 ZOALENE .004-.0125 PERCENT 83463 ROXARSONE .005 PERCENT
BACITRACIN METHYLENE ZOALENE .0125 PERCENT

d is a lk !y la t e  PLUS BACITRACIN PLUS
PENICILLIN 3.6-50 GM/TON COMB. PENICILLIN 3.6 GM/TON

83539 ROXARSONE .0025-.005 PERCENT
SPiCIES: CHICK EN LAYER ZOALENE .0063-.0125 PERCENT

MANGANESE BACITRACIN PLUS
83714 RESERPINE .0002 PERCENT PENICILLIN 3.6-50 GM/TON COMB.

ZINC BACITRACIN 10-200 GM/TON 83453 ZOALENE .004-.0125 PERCENT
MANGANESE BACITRACIN PLUS

SPECIES: CHICKEN REPLACEMENT PENICILLIN 3.6-50 GM/TON COAAB.
83480 ZOALENE .004-.0125 PERCENT83411 AAAPROLIUM .004-.025 PERCENT HYGROMYCIN 8 8-12 GM/TON

PENICILLIN PLUS PENICILLIN PLUS
STREPTOMYCIN 14.4-50 GM/TON COMB. TYLOSIN 3.2-50 GM/TON COAAB.

83416 AMPROLIUM .0125-.025 PERCENT 83537 ZOALENE .0083-.0125 PERCENT
ETHOPABATE .0004 PERCENT ARSANIUC ACID .01 PERCENT
STREPTOMYCIN 30-50 GM/TON MANGANESE BACITRACIN PLUS

83417 AAAPROLIUM .0125-.025 PERCENT PENICILLIN 3.6-50 GM/TON COAAB.
ETHOPABATE .0004 PERCENT
PENICILLIN PLUS SPECIES: CHICKEN UNSPECIFIED
STREPTOMYCIN 14.4-50 GM/TON COMB. AMPROLIUM .0125-.025 PERCENT

83430 AMPROLIUM .0125-.025 PERCENT BACITRACIN 4-50 GM/TON
ROXARSONE .0025-.005 PERCENT 82121 ETHOPABATE .0004 PERCENT
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IDENTIFI
CATION '  DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE

82122 AMPROLIUM .0125-.025 PERCENT 82171 MANGANESE BACITRACIN 4-50 GM /TO N

BACITRACIN PLUS NYSTATIN 50 GM/TON
PENICILLIN 3.6-50 GM/TON COMB. 82173 NYSTATIN 100 GM/TON
ETHOPABATE .0004 PERCENT MANGANESE BACITRACIN PLUS

82753 AMPROLIUM .0125-025 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
ZINC BACITRACIN PLUS 82502 NYSTATIN 50 GM/TON
PENICILLIN 3.6-50 GM/TON COMB. BACITRACIN METHYLENE
ETHOPABATE .0004 PERCENT DISALICYLATE PLUS

82005 ARSANILIC ACID .005-01 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
ZINC BACITRACIN PLUS 82503 BACITRACIN METHYLENE 4-50 GM/TON
PENICILLIN 3.6-50 GM/TON COMB. DISALICYIATE

82057 ARSANILIC ACID .005-01 PERCENT NYSTATIN 50 GM/TON
BACITRACIN PLUS 82504 NYSTATIN 100 GM/TON
PENICILLIN 50-100 GM/TON COMB. BACITRACIN METHYLENE

82069 ARSANILIC ACID .005-01 PERCENT DISALICYLATE PLUS
BACITRACIN PLUS PENICILLIN 3.6-50 GM/TON COMB.
PENICILLIN 100-500 GM/TON COMB. 82505 BACITRACIN METHYLENE 4-50 GM/TON

82378 ARSANILIC ACID .005-01 PERCENT DISALICYLATE
FURAZOLIDONE .0055 PERCENT NYSTATIN 100 GM/TON
OXYTETRACYCLINE 200 GM/TON 82783 BACITRACIN METHYLENE 4-50 GM/TON

82418 ARSANILIC ACID 005-01 PERCENT DISALICYIATE
BACITRACIN METHYLENE SOOIUM FLUORIDE .5-1 PERCENT

DlSALICYLATE PLUS 82754 NYSTATIN 50 GM/TON
PENICILLIN 3.6-50 GM/TON COMB ZINC BACITRACIN PLUS

82425 ARSANILIC ACID .005-01 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
BACITRACIN METHYLENE 82756 NYSTATIN 100 GM/TON

DISALICYIATE PLUS ZINC BACITRACIN PLUS
PENICILLIN 50-100 GM/TON COMB. PENICILLIN 3.6-50 GM/TON COMB.

82139 BACITRACIN 4-50 GM/TON 82484 BUTYNORATE .07 PERCENT
NYSTATIN 50 GM/TON PHENOTHIAZINE .29 PERCENT

82140 BACITRACIN 30-50 GM/TON PIPERAZINE SULFATE .12 PERCENT
NYSTATIN PLUS BACITRACIN METHYLENE 4-50 GM/TON
PENICILLIN 50 GM/TON COMB. DISALICYLATE

82141 BACITRACIN 4-50 GM/TON 82496 BUTYNORATE .07 PERCENT
NYSTATIN 100 GM/TON PHENOTHIAZINE .29 PERCENT

82142 NYSTATIN 100 GM/TON PIPERAZINE SULFATE .12 PERCENT
BACITRACIN PLUS BACITRACIN METHYLENE
PENICILLIN 3.6-50 GM/TON COMB. DISALICYLATE PLUS

82000 NYSTATIN 50 GM/TON PENICILLIN 3.6-50 GM/TON COMB.
MANGANESE BACITRACIN PLUS 82739 BUTYNORATE .07 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. PHENOTHIAZINE .29 PERCENT

IKMTIFt-
CATION DRUG DOSAGE BENTIH-

CATKM M U G DOSAGE

PIPERAZINE SULFATE .12 PERCENT PENICILLIN 10-50 GM/TON
ZINC BACITRACIN PLUS 82946 DIENESTROL DIACETATE .0023-.007 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. FURAZOLIDONE .011 PERCENT

82883 BUTYNORATE .07 PERCENT PENICILLIN PLUS
PHENOTHIAZINE .29 PERCENT STREPTOMYCIN 14.4-50 GM/TON COMB.
PIPERAZINE SULFATE .12 PERCENT 82947 DIENESTROL DIACETATE .0023-007 PERCENT
ZINC BACITRACIN 4-50 GM/TON FURAZOLIDONE .022 PERCENT

82662 CHLORTETRACYCLINE 10-50 GM/TON BACITRACIN 4-50 GM/TON
NYSTATIN 50 GM/TON 82948 DIENESTROL DIACETATE .0023-.007 PERCENT

82663 CHLORTETRACYCLINE 10-50 GM/TON FURAZOLIDONE .022 PERCENT
NYSTATIN 100 GM/TON BACITRACIN PLUS

82203 DIENESTROL DIACETATE .0023-.007 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
FURAZOLIDONE .00083 PERCENT 82949 DIENESTROL DIACETATE .0023-007 PERCENT
BACITRACIN PLUS FURAZOLIDONE .022 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. CHLORTETRACYCLINE 10-50 GM/TON

82204 DIENESTROL DIACETATE .0023-.007 PERCENT 82950 DIENESTROL DIACETATE .0023-.007 PERCENT
FURAZOLIOONE .00083 PERCENT FURAZOLIDONE .022 PERCENT
CHLORTETRACYCLINE 10-50 GM/TON PENICILLIN 10-50 GM/TON

82205 DIENESTROL DIACETATE 0023-.007 PERCENT 82951 DIENESTROL DIACETATE .0023-007 PERCENT
FURAZOLIDONE .00083 PERCENT FURAZOLIDONE .022 PERCENT
PENICILLIN 10-50 GM/TON . PENICILLIN PLUS

82206 DIENESTROL OIACETATE .0023-.007 PERCENT STREPTOMYCIN 14.4-50 GM/TON COMB.
FURAZOLIDONE .00083 PERCENT 82952 DIENESTROL DIACETATE 0023-.007 PERCENT
PENICILLIN PLUS FURAZOLIDONE .0055 PERCENT
STREPTOMYCIN 14.4-50 GM/TON COMB. BACITRACIN 4-50 GM/TON

82547 DIENESTROL DIACETATE .0023-.007 PERCENT 82953 DIENESTROL DIACETATE .0023-.007 PERCENT
FURAZOLIDONE .011 PERCENT FURAZOLIDONE .0055 PERCENT
BACITRACIN 4-50 GM/TON BACITRACIN PLUS

82638 DIENESTROL DIACETATE .0023- 007 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
CHLORTETRACYCLINE 10-50 GM/TON 82954 DIENESTROL DIACETATE .0023-007 PERCENT

82639 DIENESTROL DIACETATE .0023- 007 PERCENT FURAZOLIDONE .0055 PERCENT
CHLORTETRACYCLINE 50-100 GM/TON CHLORTETRACYCLINE 10-50 GM/TON

82493 DIENESTROL DIACETATE .0023- 007 PERCENT 82955 DIENESTROL DIACETATE .0023-.007 PERCENT
FURAZOLIDONE .011 PERCENT FURAZOLIDONE .0055 PERCENT
BACITRACIN PLUS PENICILLIN 2.4-50 GM/TON
PENICILLIN 3.6-50 GM/TON COMB. 82956 DIENESTROL DIACETATE .0023-007 PERCENT

82944 DIENESTROL DIACETATE .0023- 007 PERCENT FURAZOLIDONE .0055 PERCENT
FURAZOLIDONE .011 PERCENT PENICIUIN PLUS
CHLORTETRACYCLINE 10-50 GM/TON STREPTOMYCIN 14.4-50 GM/TON COMB.

82945 DIENESTROL DIACETATE .0023- 007 PERCENT 82011 FURAZOLIOONE .00063 PERCENT
FURAZOLIDONE .011 PERCENT ZINC BACITRACIN PLUS
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PENICILLIN 3.6-50 GM/TON COMB. BACITRACIN PLUS
82012 FURAZOLIDONE .00063 PERCENT PENICILLIN 3.6-50 GM/TON COMB.

ZINC BACITRACIN 4-50 GM/TON ACETYLAMINONITROTHIAZOLE .015-.05 PERCENT
82060 FURAZOLIDONE .00083 PERCENT 82550 FURAZOLIDONE .00083 PERCENT

BACITRACIN PLUS CHLORTETRACYCLINE 10-50 GM/TON
PENICILLIN 50-100 GM/TON COMB. ACETYLAMINO-NITROTHIAZOLE .015-.05 PERCENT

82066 FURAZOLIDONE .00083 PERCENT 82552 FURAZOLIDONE .00083 PERCENT
BACITRACIN 100-500 GM/TON PENICILLIN PLUS

82072 FURAZOLIDONE .00083 PERCENT STREPTOMYCIN 14.4-50 GM/TON COMB.
BACITRACIN PLUS ACETYLAMINO-NITROTHIAZOLE .015-.05 PERCENT
PENICILLIN 100-500 GM/TON COMB. 82553 FURAZOLIDONE .00083 PERCENT

82176 FURAZOLIDONE .00083 PERCENT ZINC BACITRACIN 100 GM/TON
PENICILLIN 2.4-50 GM/TON 82556 FURAZOLipONE .00083 PERCENT

82222 FURAZOLIDONE .00083 PERCENT PROCAINE PENICILLIN 100 GM/TON
OXYTETRACYCLINE 50 GM/TON 82559 FURAZOLIDONE .00063 PERCENT

82353 FURAZOLIDONE .00083 PERCENT CHLORTETRACYCLINE 200 GM/TON
OXYTETRACYCLINE 200 GM/TON 82561 FURAZOLIDONE .00063 PERCENT

82414 FURAZOLIDONE .00083 PERCENT CHLORTETRACYCLINE PLUS
BACITRACIN METHYLENE 4-50 GM/TON OXYTETRACYCLINE 200 GM/TON COMB.

DISALICYLATE 82567 FURAZOLIDONE .00083 PERCENT
82428 FURAZOLIDONE .00083 PERCENT BACITRACIN 50 GM/TON

BACITRACIN METHYLENE 82572 FURAZOLIDONE .00083 PERCENT
DISALICYLATE PLUS CHLORTETRACYCLINE 50 GM/TON

PENICILLIN 50-100 GM/TON COMB. 82574 FURAZOLIDONE .00083 PERCENT
82435 FURAZOUOONE .00083 PERCENT CHLORTETRACYCLINE PLUS

BACITRACIN METHYLENE 50-100 GM/TON OXYTETRACYCLINE 50 GM/TON COMB.
Dl SALICYLATE 82578 FURAZOLIDONE .00083 PERCENT

82442 FURAZOLIDONE .00083 PERCENT CHLORTETRACYCLINE 100 GM/TON
BACITRACIN METHYLENE 82580 FURAZOLIDONE .00083 PERCENT

DISALICYLATE PLUS CHLORTETRACYCLINE PLUS
PENICILLIN 100-200 GM/TON OXYTETRACYCUNE 100 GM/TON COAAB.

82449 FURAZOUOONE .00083 PERCENT 82934 FURAZOUDONE .022 PERCENT
BACITRACIN METHYLENE 100200 GM/TON BACITRACIN PLUS

DISALICYLATE - ' PENICILLIN 3.6-50 GM/TON COMB.
82543 FURAZOUDONE .011 PERCENT 82939 FURAZOUOONE .0055 PERCENT

BACITRACIN PLUS BACITRACIN PLUS
PENICILLIN 3.6-50 GM/TON COMB. PENICILLIN 3.6-50 GM/TON COMB.

82548 FURAZOUOONE .00083 PERCENT 82501 HYGROMYCIN B 8-12 GM/TON
BACITRACIN 4-50 GM/TON BACITRACIN METHYLENE
ACETYLAMINO-NITROTHIAZOLE .015-,05 PERCENT DISALICYLATE PLUS

82549 FURAZOUDONE .00083 PERCENT PENICILUN 3.6-50 GM/TON COMB.

IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE

82123 NICARBAZIN .01-.02 PERCENT PENICILLIN PLUS
BACITRACIN PLUS STREPTOMYCIN 1 4 .4 5 0  G M /TO N  COAAB.
PENICILLIN 100-500 GM/TON COMB. 82146 NITHIAZIDE .0125-04 PERCENT

82127 NICARBAZIN .01-.02 PERCENT BACITRACIN 45 0  GM/TON
ARSANIUC ACID .005-.010 PERCENT 82147 NITHIAZIDE .0125-.04 PERCENT
BACITRACIN PLUS BACITRACIN PLUS
PENICILLIN 100-500 GM/TON COMB. PENICILLIN 3.6 GAA/TON COAAB.

82129 NICARBAZIN .01-.02 PERCENT 82513 NITHIAZIDE .0125-.04 PERCENT
SODIUM ARSANILATE .005-.010 PERCENT BACITRACIN METHYLENE 450  GM/TON
BACITRACIN PLUS DISALICYLATE
PENICILLIN 100-500 GM/TON COMB. 82585 NITHIAZIDE .0125-.04 PERCENT

82131 NICARBAZIN .01-.02 PERCENT FURAZOLIDONE .00063 PERCENT
ROXARSONE .0025-.005 PERCENT BACITRACIN 450  GM/TON
BACITRACIN PLUS 82586 NITHIAZIDE .0125-.04 PERCENT
PENICILLIN 100-500 GM/TON COMB. FURAZOLIDONE .00063 PERCENT

82133 NICARBAZIN .01- 02 PERCENT BACITRACIN PLUS
FURAZOUDONE .00083 PERCENT PENICILLIN 3.6-50 GM/TON COAAB.
BACITRACIN PLUS 100-500 GM/TON 82587 NITHIAZIDE .0125-.04 PERCENT
PENICILLIN 125 GM/TON MAXIMUM FURAZOLIDONE .00083 PERCENT

82135 NICARBAZIN .01-.02 PERCENT CHLORTETRACYCLINE 10-50 GM/TON
NITROFURAZONE .0056 PERCENT 82588 NITHIAZIDE .0125-.04 PERCENT
FURAZOLIDONE .00083 PERCENT FURAZOLIDONE .00062 PERCENT
BACITRACIN PLUS PENICILLIN 2 .450  GM/TON
PENICILLIN 100-500 GM/TON COMB. 82589 NITHIAZIDE .0125-.04 PERCENT

82196 NICARBAZIN .01-.Q2 PERCENT FURAZOLIDONE .00083 PERCENT
BACITRACIN 4-50 GM/TON PENICILLIN PLUS

82562 NICARBAZIN .01 .0 2  PERCENT STREPTOMYCIN 14.450 GM/TON COAAB.
FURAZOLIDONE .00083 PERCENT 82660 NITHIAZIDE .0125-.04 PERCENT
CHLORTETRACYCLINE 200 GM/TON CHLORTETRACYCLINE 10-50 GM/TON

82569 NICARBAZIN .01 .0 2  PERCENT 82762 NITHIAZIDE .0125-.04 PERCENT
FURAZOLIDONE .00083 PERCENT ZINC BACITRACIN 450  GM/TON
ZINC BACITRACIN 50 GM/TON 82013 NITROFURAZONE .0056 PERCENT

82510 NIHYDRAZONE .011 PERCENT ROXARSONE 0025-.005 PERCENT
BACITRACIN METHYLENE FURAZOLIDONE .00083 PERCENT

DISALICYLATE PLUS ZINC BACITRACIN PLUS
PENICILLIN 3.6-50 GM/TON COMB. PENICILLIN 3.6-50 GAA/TON COAAB.

82019 NITHIAZIDE .0125-.04 PERCENT 82016 NITROFURAZONE .0056 PERCENT
OXYTETRACYCLINE 50 GM/TON MAXIMUM FURAZOLIDONE .00063 PERCENT

82020 NITHIAZIDE .0125-.04 PERCENT ZINC BACITRACIN PLUS
PENICILLIN 2.4-50 GM/TON PENICILLIN 3.6-50 GM/TON COAAB.

82021 NITHIAZIDE .0125-.04 PERCENT 82018 NITROFURAZONE .0056 PERCENT
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FURAZOLIDONE .00083 PERCENT BACITRACIN PLUS 100-500 GM/TON
ZINC BACITRACIN 4-50 GM/TON PENICILLIN 125 GM/TON MAXIMUM

82048 N1TROFURAZONE .0056 PERCENT 82092 NITROFURAZONE .0112 PERCENT
FURAZOLIDONE .00063 PERCENT BACITRACIN PLUS
BACITRACIN PLUS PENICILLIN 3.6-50 GM/TON COMB.
PENICILLIN 3.6-50 GM/TON COMB. 82093 NITROFURAZONE .0056 PERCENT

82049 NITROFURAZONE .0056 PERCENT FURAZOLIDONE .00083 PERCENT
ROXARSONE .0025-.005 PERCENT BACITRACIN 4-50 GM/TON
FURAZOLIDONE .00083 PERCENT 82094 NITROFURAZONE .0056 PERCENT
BACITRACIN PLUS ROXARSONE .0025-005 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. Fu ra zo lid o n e .00063 PERCENT

82055 NITROFURAZONE .0056 PERCENT BACITRACIN 4-50 GM/TON
FURAZOLIDONE .00083 PERCENT 82095 NITROFURAZONE .0056 PERCENT
BACITRACIN 50-100 GM/TON FURAZOLIOONE .00083 PERCENT

82056 NITROFURAZONE .0056 PERCENT BACITRACIN PLUS
ROXARSONE .0025-005 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
FURAZOLIDONE .00083 PERCENT 82096 NITROFURAZONE .0056 PERCENT
BACITRACIN 50-100 GM/TON ROXARSONE .0025-005 PERCENT

82061 NITROFURAZONE .0056 PERCENT FURAZOLIDONE .00063 PERCENT
/ FURAZOLIDONE .00083 PERCENT BACITRACIN PLUS

BACITRACIN 50-100 GM/TON PENICILLIN 3.6-50 GM/TON COMB.
PENICILLIN .00083 PERCENT 82153 NITROFURAZONE .0056 PERCENT

82062 NITROFURAZONE .0056 PERCENT ft SULFAQUINOXALINE .01-.02 PERCENT
ROXARSONE .0025- 005 PERCENT FURAZOLIDONE .00083 PERCENT
FURAZOLIDONE .00083 PERCENT BACITRACIN 4-50 PERCENT
BACITRACIN PLUS 2.4-DIAMINO-54PARA- .003-005 PERCENT
PENICILLIN 50-100 GM/TON COMB, CHLOROPHENYD-6-ETHYL

82067 NITROFURAZONE .0056 PERCENT - PYRIMIDINE
FURAZOLIDONE .00063 PERCENT 82155 NITROFURAZONE .0056 PERCENT
BACITRACIN 100-500 GM/TON ROXARSONE .0025-005 PERCENT

82068 NITROFURAZONE .0056 PERCENT SULFAQUINOXALINE .01-.02 PERCENT
ROXARSONE .0025-.005 PERCENT FURAZOLIDONE .00063 PERCENT
FURAZOLIDONE .00063 PERCENT BACITRACIN 4-50 GM/TON
BACITRACIN 100-500 GM/TON 2,4-DIAMINO-5<PARA- .003-.006 PERCENT

82073 NITROFURAZONE .0056 PERCENT CHL0R0PHENYD-6-ETHYL
FURAZOLIDONE .00063 PERCENT PYRIMIDINE
BACITRACIN PLUS 82161 NITROFURAZONE .0056 PERCENT
PENICILLIN 100-500 GM/TON COMB. SULFAQUINOXALINE .01 -.02 PERCENT

82074 NITROFURAZONE .0056 PERCENT FURAZOLIDONE .00083 PERCENT
ROXARSONE .0025-.005 Per c en t BACITRACIN PLUS
FURAZOLIDONE .00063 PERCENT PENICILLIN 3.6-50 GM/TON COMB.

IDENTIFICATION DRUG OOSAGE IDENTIFI
CATION DRUG DOSAGE

2,4-DIAMI NO-5-LPARA- .003-006 PERCENT 2,4-DIAMI NO-MPARA- .003-006 PERCENT
CHL0R0PHENYD-6-ETHYL CHLOROPHENYLV6-ETHYL-
PYRIMIDINE PYRIMIDINE

82163 NITROFURAZONE .0056 PERCENT 82272 NITROFURAZONE .0056 PERCENT
ROXARSONE .0025-.005 PERCENT ROXARSONE .0025-.005 PERCENT
SULFAQUINOXALINE .01-.02 PERCENT SULFAQUINOXALINE 01 .0 2  PERCENT
FURAZOLIDONE .00063 PERCENT FURAZOLIDONE .00063 PERCENT
BACITRACIN PLUS CHLORTETRACYCLINE 10-50 GM/TON
PENICILLIN 3.6-50 GM/TON COMB. 2/M)IAMINO-5<PARA- .003-.006 PERCENT
2,4-DIAMI NO-MPARA- .003-005 PERCENT CHLOROPHENYLV6-ETHYL

CHL0R0PHENYL)-6-ETHYL PYRIMIDINE
PYRIMIDINE 82279 NITROFURAZONE .0056 PERCENT

82180 NITROFURAZONE .0056 PERCENT ROXARSONE .0025-005 PERCENT
FURAZOLIDONE .00063 PERCENT SULFAQUINOXALINE .01-.02 PERCENT
PENICILLIN PLUS FURAZOLIDONE .00063 PERCENT
STREPTOMYCIN 14.4-50 GM/TON COMB. ZINC BACITRACIN 4-50 GM/TON

82181 NITROFURAZONE .0056 PERCENT 2,4-DIAMINO-5-(PARA- 003-006 PERCENT
ROXARSONE .0025-.005 PERCENT CHLOROPHENYL)-6-ETHYL
FURAZOLIDONE .00063 PERCENT PYRIMIDINE
PENICILLIN PLUS 82286 NITROFURAZONE .0056 PERCENT
STREPTOMYCIN 14.4-50 GM/TON COMB. ROXARSONE .0025-.005 PERCENT

82223 NITROFURAZONE .0056 PERCENT SULFAQUINOXALINE .01-.02 PERCENT
FURAZOLIDONE .00063 PERCENT FURAZOLIDONE .00063 PERCENT
OXYTETRACYCLINE 50 GM/TON BACITRACIN METHYLENE 4-50 GM/TON

82225 NITROFURAZONE .0056 PERCENT DISALICYLATE
ROXARSONE .0025-005 PERCENT 2,4-DIAMIN0-5<PARAr .003-006 PERCENT
FURAZOLIDONE .00063 PERCENT CHL0R0PHENYL>6-ETHYL
OXYTETRACYCLINE 50 GM/TON PYRIMIDINE

82258 NITROFURAZONE .0056 PERCENT 82322 NITROFURAZONE .0056 PERCENT
ROXARSONE .0025-005 PERCENT FURAZOLIDONE .00063 PERCENT
SULFAQUINOXALINE .0 1 .0 2  PERCENT CHLORTETRACYCLINE 50 GM/TON
FURAZOLIDONE .00063 PERCENT 82324 NITROFURAZONE .0056 PERCENT
PENICILLIN 2.4-50 GM/TON FURAZOLIDONE .00063 PERCENT
2,4-DIAMI NO-5-(PARA- .003-006 PERCENT CHLORTETRACYCLINE PLUS

CHL0R0PHENYL>6-ETHYL OXYTETRACYCLINE 50 GM/TON COMB.
PYRIMIDINE 82325 NITROFURAZONE .0056 PERCENT

82265 NITROFURAZONE .0056 PERCENT ROXARSONE .0025-.005 PERCENT
ROXARSONE .0025-.005 PERCENT FURAZOLIDONE .00063 PERCENT
SULFAQUINOXALINE .01-.02 PERCENT CHLORTETRACYCLINE 100 GM/TON
FURAZOLIDONE .00083 PERCENT 82326 NITROFURAZONE .0056 PERCENT
STREPTOMYCIN 30-50 GM/TON FURAZOLIDONE .00063 PERCENT
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CHLORTETRACYCLINE 100 GM/TON FURAZOLIDONE .00083 PERCENT
82327 NITROFURAZONE .0056 PERCENT BACITRACIN 100 GM/TON

FURAZOLIDONE .00083 PERCENT 82339 NITROFURAZONE .0056 PERCENT
OXYTETRACYCLINE 100 GM/TON FURAZOLIDONE .00063 PERCENT

82328 NITROFURAZONE .0056 PERCENT BACITRACIN METHYLENE 100 GM/TON
FURAZOLIDONE .00083 PERCENT DISALICYLATE
CHLORTETRACYCLINE PLUS 82340 NITROFURAZONE .0056 PERCENT
OXYTETRACYCLINE 100 GM/TON COMB. ROXARSONE .0025-005 PERCENT

82329 NITROFURAZONE .0056 PERCENT FURAZOLIDONE .00063 PERCENT
FURAZOLIDONE .00083 PERCENT PENICILLIN 100 GM/TON
PENICILLIN PLUS 82341 NITROFURAZONE .0056 PERCENT
STREPTOMYCIN 90-180 GM/TON COMB. FURAZOLIDONE .00063 PERCENT

82330 NITROFURAZONE .0056 PERCENT PENICILLIN 100 GM/TON
ROXARSONE .0025-.005 PERCENT 82342 NITROFURAZONE .0056 PERCENT
FURAZOLIDONE .00083 PERCENT FURAZOLIDONE .00063 PERCENT
PENICILLIN PLUS ZINC BACITRACIN PLUS
STREPTOMYCIN 90-180 GM/TON COMB. PENICILLIN 100 GM/TON COMB.

82332 NITROFURAZONE .0056 PERCENT 82343 NITROFURAZONE .0056 PERCENT
ROXARSONE .0025-.005 PERCENT FURAZOLIDONE .00063 PERCENT
FURAZOLIDONE .00083 PERCENT BACITRACIN METHYLENE
CHLORTETRACYCLINE 200 GM/TON DISALICYLATE PLUS

82333 NITROFURAZONE .0056 PERCENT PENICILLIN 100 GM/TON COMB.
FURAZOLIDONE .00083 PERCENT 82344 NITROFURAZONE .0056 PERCENT
OXYTETRACYCLINE 200 GM/TON FURAZOLIDONE .00083 PERCENT

82334 NITROFURAZONE .0056 PERCENT BACITRACIN PLUS
FURAZOLIDONE .00083 PERCENT PENICILLIN 100 GM/TON COMB.
CHLORTETRACYCLINE PLUS 82356 NITROFURAZONE .0056 PERCENT
OXYTETRACYCLINE 200 GM/TON COMB. ROXARSONE .0025-.005 PERCENT

82335 NITROFURAZONE .0056 PERCENT FURAZOLIDONE .00083 PERCENT
ROXARSONE .0025- 005 PERCENT OXYTETRACYCLINE 200 GM/TON
FURAZOLIDONE .00063 PERCENT 82368 NITROFURAZONE .0056 PERCENT
ZINC BACITRACIN 100 GM/TON SULFAQUINOXALINE .0075 PERCENT

82336 NITROFURAZONE .0056 PERCENT FURAZOLIDONE .00083 PERCENT
FURAZOLIDONE .00083 PERCENT OXYTETRACYCLINE 50 GM/TON
ZINC BACITRACIN 100 GMAON 2,4-DIAMI NO-5-/PARA- .00075 PERCENT

82337 NITROFURAZONE .0056 PERCENT CHL0R0PHENYL)-6-ETHYL
ROXARSONE .0025-.005 PERCENT PYRIMIDINE
FURAZOLIDONE .00083 PERCENT 82370 NITROFURAZONE .0056 PERCENT
BACITRACIN METHYLENE 100GMAON ROXARSONE .0025-.005 PERCENT

DISALICYLATE SULFAQUINOXALINE .0075 PERCENT
82338 NITROFURAZONE .0056 PERCENT FURAZOLIDONE .00063 PERCENT

IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE

OXYTETRACYCLINE 50 GM/TON BACITRACIN METHYLENE
2,4-DIAMI NO-5KPARA- .00075 PERCENT DISALICYLATE PLUS

CHL0R0PHENYU-6-ETHYL PENICILLIN 100-200 GM/TON COMB.
PYRIMIDINE 82445 NITROFURAZONE .0056 PERCENT

82394 NITROFURAZONE .0056 PERCENT ROXARSONE .0025-.005 PERCENT
NITROPHENIDE .05 PERCENT FURAZOLIDONE .00083 PERCENT
FURAZOLIDONE .00063 PERCENT BACITRACIN METHYLENE
OXYTETRACYCLINE 200 GM/TON DISALICYLATE PLUS

82415 NITROFURAZONE .0056 PERCENT PENICILLIN 100-200 GM/TON COMB.
FURAZOLIDONE .00063 PERCENT 82450 NITROFURAZONE .0056 PERCENT
BACITRACIN METHYLENE 4-50 GM/TON FURAZOLIDONE .00083 PERCENT

DISALICYLATE BACITRACIN METHYLENE 100-200 GM/TON
82417 NITROFURAZONE .0056 PERCENT DISALICYLATE

ROXARSONE .0025-.005 PERCENT 82452 NITROFURAZONE .0056 PERCENT
FURAZOLIDONE .00063 PERCENT ROXARSONE .0025-.005 PERCENT
BACITRACIN METHYLENE 4-50 GM/TON FURAZOLIDONE .00083 PERCENT

DISALICYLATE BACITRACIN METHYLENE 100-200 GM/TON
82422 NITROFURAZONE .0056 PERCENT DISALICYLATE

FURAZOLIDONE .00063 PERCENT 82461 NITROFURAZONE .0056 PERCENT
BACITRACIN METHYLENE FURAZOLIDONE .00063 PERCENT

DISALICYLATE PLUS BACITRACIN METHYLENE 4-50 GM/TON
PENICILLIN 3.6-50 GM/TON COMB. DISALICYLATE

82424 NITROFURAZONE .0056 PERCENT 82462 NITROFURAZONE .0056 PERCENT
ROXARSONE .0025-005 PERCENT ROXARSONE .0025-005 PERCENT
FURAZOLIDONE .00063 PERCENT FURAZOLIDONE .00083 PERCENT
BACITRACIN METHYLENE BACITRACIN METHYLENE 4-50 GM/TON

DISALICYLATE PLUS DISALICYLATE
PENICILLIN 3.6-50 GM/TON COMB. 82468 NITROFURAZONE .0056 PERCENT

82429 NITROFURAZONE .0056 PERCENT BACITRACIN METHYLENE
FURAZOLIDONE .00083 PERCENT DISALICYLATE PLUS
BACITRACIN METHYLENE PENICILLIN 3.6-50 GM/TON COMB.

DISALICYLATE PLUS 82469 NITROFURAZONE 0112 PERCENT
PENICILLIN 50-100 GM/TON COMB. BACITRACIN METHYLENE

82431 NITROFURAZONE .0056 PERCENT DISALICYLATE PLUS
ROXARSONE .0025-005 PERCENT PENICILLIN 3 .650  GM/TON COMB.
FURAZOLIDONE .00063 PERCENT 82471 NITROFURAZONE .0056 PERCENT
BACITRACIN METHYLENE FURAZOLIDONE .00063 PERCENT

DISALICYLATE PLUS BACITRACIN METHYLENE
PENICILLIN 50-100 GM/TON COMB. DISALICYLATE PLUS

82443 NITROFURAZONE .0056 PERCENT PENICILLIN 3 .650  GM/TON COMB.
FURAZOLIDONE .00063 PERCENT 82472 NITROFURAZONE .0056 PERCENT
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ROXARSONE .0025-005 PERCENT 2.4-DIAMINO-54PARA- .00075 PERCENT
FURAZOLIDONE .00083 PERCENT CHL0R0PHENYD-6-ETHYL
BACITRACIN METHYLENE PYRIMIDINE

Dl SALICYLATE PLUS 82085 NITROPHENIDE .0125-.Q25 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. BACITRACIN 4-50 GM/TON

82678 NITROFURAZONE .0056 PERCENT 82087 NITROPHENIDE .0125-,025 PERCENT
FURAZOLIDONE .00083 PERCENT BACITRACIN PLUS
CHLORTETRACYCLINE 10-50 GM/TON PENICILLIN 3.6-50 GM/TON COMB.

82680 NITROFURAZONE .0056 PERCENT 82174 NITROPHENIDE .0125-025 PERCENT
FURAZOLIDONE .00063 PERCENT PENICILLIN 2.4-50 GM/TON
CHLORTETRACYCLINE 100-200 GM/TON 82178 NITROPHENIDE .0125-,025 PERCENT

82682 NITROFURAZONE .0056 PERCENT PENICILLIN PLUS
ROXARSONE .0025-.005 PERCENT STREPTOMYCIN 14.4-50 GM/TON COMB.
FURAZOLIDONE .00063 PERCENT 82207 NITROPHENIDE .0125-05 PERCENT
CHLORTETRACYCLINE 10-50 GM/TON CHLORTETRACYCLINE 10-50 GM/TON

82715 NITROFURAZONE .0056 PERCENT 82208 NITROPHENIDE .0125-05 PERCENT
ZINC BACITRACIN PLUS DIENESTROL DIACETATE .007 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. OXYTETRACYCLINE 10-50 GM/TON

82716 NITROFURAZONE .0112 PERCENT 82209 NITROPHENIDE .0125-.05 PERCENT
ZINC BACITRACIN PLUS PENICILLIN 2.4-50 GM/TON
PENICILLIN 3.6-50 GM/TON COMB. 82210 NITROPHENIDE 0125-05 PERCENT

82717 NITROFURAZONE .0056 PERCENT DIENESTROL DIACETATE .007 PERCENT
FURAZOLIDONE .00063 PERCENT PENICILLIN 2.4-50 GM/TON
ZINC BACITRACIN PLUS 82211 NITROPHENIDE .0125-05 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. ZINC BACITRACIN PLUS

82900 NITROFURAZONE .0056 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
FURAZOLIDONE .00063 PERCENT 82212 NITROPHENIDE 0125-05 PERCENT
ZINC BACITRACIN 4-50 GM/TON BACITRACIN METHYLENE

82907 NITROFURAZONE .0056 PERCENT DISALICYLATE PLUS
SULFAQUINOXALINE .01-.02 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
FURAZOLIDONE .00083 PERCENT 82213 NITROPHENIDE 0125-05 PERCENT
BACITRACIN PLUS MANGANESE BACITRACIN PLUS
PENICILLIN 3.6-50 GM/TON COMB. PENICILLIN 3.6-50 GM/TON COMB.
2,4-DIAMI N0-5-(PARA- .003-006 PERCENT 82298 NITROPHENIDE 0125-05 PERCENT

CHL0R0PHENYL)-6-ETHYL BACITRACIN PLUS
PYRIMIDINE PENICILLIN 3.6-50 GM/TON COAAB.

82930 NITROFURAZONE .0056 PERCENT 82299 NITROPHENIDE 0125-05 PERCENT
SULFAQUINOXALINE .0075 PERCENT PENICILLIN PLUS
FURAZOLIDONE .00083 PERCENT STREPTOMYCIN 14.4-50 GM/TON COAAB.
BACITRACIN PLUS 82300 NITROPHENIDE 0125-05 PERCENT
PENICILLIN 100-500 GM/TON COMB. BACITRACIN 4-50 GM/TON

ID€NTIFt>
CATION DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE

82301 NITROPHENIDE .0125-05 PERCENT ZINC BACITRACIN 4-50 GM/TON
BACITRACIN METHYLENE 4-50 GM/TON 62314 NITROPHENIDE .0125-.05 PERCENT

DISALICYLATE DIENESTROL DIACETATE .007 PERCENT
82302 NITROPHENIDE .0125-05 PERCENT MANGANESE BACITRACIN 4-50 GM/TON

ZINC BACITRACIN 4-50 GM/TON 82315 NITROPHENIDE -0125-.05 PERCENT
82303 NITROPHENIDE .0125-.05 PERCENT DIENESTROL DIACETATE .007 PERCENT

MANGANESE BACITRACIN 4-50 GM/TON BACITRACIN METHYLENE 4-50 GM/TON
82304 NITROPHENIDE .0125-05 PERCENT DISALICYLATE

STREPTOMYCIN 30-50 GM/TON 82390 NITROPHENIDE .05 PERCENT
82305 NITROPHENIDE .0125-05 PERCENT OXYTETRACYCLINE 200 GM/TON

DIENESTROL DIACETATE .007 PERCENT 82391 NITROPHENIDE .05 PERCENT
CHLORTETRACYCLINE 50-200 GM/TON ARSANILIC ACID .0025-01 PERCENT

82306 NITROPHENIDE 0125-05 PERCENT OXYTETRACYCLINE 200 GM/TON
DIENESTROL DIACETATE .007 PERCENT 82392 NITROPHENIDE .05 PERCENT
STREPTOMYCIN 30-50 GM/TON SODIUM ARSANILATE .0025-01 PERCENT

82307 NITROPHENIDE 0125-05 PERCENT OXYTETRACYCLINE 200 GM/TON
DIENESTROL DIACETATE .007 PERCENT 82393 NITROPHENIDE .05 PERCENT
ZINC BACITRACIN PLUS FURAZOLIDONE ' .00083 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. OXYTETRACYCLINE 200 GM/TON

,82308 NITROPHENIDE 0125-05 PERCENT 82695 NITROPHENIDE O125-.025 PERCENT
DIENESTROL DIACETATE .007 PERCENT CHLORTETRACYCLINE 50-100 GM/TON
MANGANESE BACITRACIN PLUS 82696 NITROPHENIDE .0125-025 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. CHLORTETRACYCLINE 100-200 GM/TON

82309 NITROPHENIDE 0125-05 PERCENT 82713 NITROPHENIDE 0125- 025 PERCENT
DIENESTROL DIACETATE .007 PERCENT ZINC BACITRACIN PLUS
BACITRACIN METHYLENE PENICILLIN 3.6-50 GM/TON COMB.

DISALICYLATE PLUS 82887 NITROPHENIDE .0125-.025 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. ZINC BACITRACIN 4-50 GM/TON

82310 NITROPHENIDE 0125-05 PERCENT 82294 NYSTATIN 50-100 GM/TON
DIENESTROL DIACETATE .007 PERCENT PENICILLIN 2.4-50 GM/TON
BACITRACIN PLUS 82295 NYSTATIN 50-100 GM/TON
PENICILLIN 3.6-50 GM/TON COMB. STREPTOMYCIN 30-50 GM/TON

82311 NITROPHENIDE 0125-05 PERCENT 82296 NYSTATIN 50-100 GM/TON
DIENESTROL DIACETATE .007 PERCENT PENICILLIN PLUS
PENICILLIN PLUS STREPTOMYCIN 14.4-50 GM/TON COMB.
STREPTOMYCIN 14.4-50 GM/TON COMB. 82097 PHENOTHIAZINE .3-1 PERCENT

82312 NITROPHENIDE 0125-05 PERCENT BACITRACIN 4-50 GM/TON
DIENESTROL DIACETATE .007 PERCENT NICOTINE .03-.07 PERCENT
BACITRACIN 4-50 GM/TON 82098 PHENOTHIAZINE .3-1 PERCENT

82313 NITROPHENIDE 0125-05 PERCENT BACITRACIN 4-50 GM/TON
DIENESTROL DIACt-TATE .007 PERCENT 82107 PHENOTHIAZINE .3-1 PERCENT
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IDENTIFICATION

82106

82698

82728

82729 

82765

82766

82777

82778 

82860

82861

82406

82407 

82104

DRUG DOSAGE IDENTIFI
CATION DRUG DOSAGE

BACITRACIN PLUS BACITRACIN 4-50 GM/TON
PENICILLIN 3.6-50 GM/TON COMB. 82114 PIPERAZINE DIHYDROCHLORIDE -18-.72 PERCENT
NICOTINE .03-.07 PERCENT BACITRACIN PLUS
PHENOTHIAZINE .3-1 PERCENT PENICIUIN 3.6-50 GM/TON COMB.
BACITRACIN PLUS 82480 PIPERAZINE DIHYDROCHLORIDE .18-.72 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. BACITRACIN METHYLENE 4-50 GM/TON
PHENOTHIAZINE .3-1 PERCENT DISALICYLATE
CHLORTETRACYCLINE 10-50 GM/TON 82492 PIPERAZINE DIHYDROCHLORIDE .18-.72 PERCENT
PHENOTHIAZINE .3-1 PERCENT BACITRACIN METHYLENE
ZINC BACITRACIN PLUS DISALICYLATE PLUS
PENICILLIN 3.6-50 GM/TON COMB. PENICILLIN 3.6-50 GM/TON COMB.
NICOTINE .003-.07 PERCENT 82699 PIPERAZINE DIHYDROCHLORIDE .18-.72 PERCENT
PHENOTHIAZINE .3-1 PERCENT CHLORTETRACYCLINE 10-50 GM/TON
ZINC BACITRACIN PLUS 82735 PIPERAZINE DIHYDROCHLORIDE .18-. 72 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. ZINC BACITRACIN PLUS
PHENOTHIAZINE .3-1 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
BACITRACIN METHYLENE 82867 PIPERAZINE DIHYDROCHLORIDE -18-.72 PERCENT

DlSALICYLATE PLUS ZINC BACITRACIN 4-50 GM/TON
PENICILLIN 36-50 GM/TON COMB. 82483 PIPERAZINE MONOHYDROCHLORIDE .13-.52 PERCENT
NICOTINE .03-.07 PERCENT BACITRACIN METHYLENE 4-50 GM/TON
PHENOTHIAZINE .3-1 PERCENT DISAUCYLATE
BACITRACIN METHYLENE 82495 PIPERAZINE MONOHYDROCHLORIDE .13-.52 PERCENT

DISALICYLATE PLUS BACITRACIN METHYLENE
PENICILLIN 3.6-50 GM/TON DISAUCYLATE PLUS
PHENOTHIAZINE .3-1 PERCENT PENICIUIN 3.6-50 GM/TON COMB
BACITRACIN METHYLENE 4-50 GM/TON 82738 PIPERAZINE MONOHYDROCHLORIDE .13-62 PERCENT

DISALICYLATE ZINC BACITRACIN PLUS
NICOTINE .03-.07 PERCENT PENICIUIN 3.6-50 GM/TON COMB.
PHENOTHIAZINE .3-1 PERCENT 82870 PIPERAZINE MONOHYDROCHLORIDE -13-.52 PERCENT
BACITRACIN METHYLENE 4-50 GM/TON ZINC BACITRACIN 4-50 GM/TON

Dl SALICYLATE 82105 PIPERAZINE PHOSPHATE .23-92 PERCENT
PHENOTHIAZINE .3-1 PERCENT MONOHYDRATE
ZINC BACITRACIN 4-50 GM/TON BACITRACIN 4-50 GM/TON
NICOTINE •003-.07 PERCENT 82115 PIPERAZINE PHOSPHATE .23-92 PERCENT
PHENOTHIAZINE .3-1 PERCENT MONOHYDRATE
ZINC BACITRACIN 4-50 GM/TON BACITRACIN PLUS
PIPERAZINE A-A  PERCENT PENICIUIN 3 .650  GM/TON COMB.
OXYTETRACYCLINE 10-50 GM/TON 82493 PIPERAZINE PHOSPHATE .23-92 PERCENT
PIPERAZINE A-A  PERCENT MONOHYDRATE
PENICIUIN 2.4-50 GM/TON BACITRACIN METHYLENE
PIPERAZINE DIHYDROCHLORIDE •18-.72 PERCENT DISAUCYLATE PLUS

IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE

PENICILLIN 3 .650 GM/TON COMB. 82015 ROXARSONE .0026.005 PERCENT
82700 PIPERAZINE PHOSPHATE .23-.92 PERCENT FURAZOLIDONE .00083 PERCENT

MONOHYDRATE ZINC BACITRACIN PLUS
CHLORTETRACYCLINE 10-50 GM/TON PENICIUIN 3.650  GM/TON COMB.

82736 PIPERAZINE PHOSPHATE .23-92 PERCENT 82050 ROXARSONE .0026.005 PERCENT
MONOHYDRATE FURAZOLIDONE .00083 PERCENT

ZINC BACITRACIN PLUS BACITRACIN PLUS
PENICILLIN 3 .650  GM/TON COMB. PENICILLIN 3.650 GM/TON COMB.

82773 PIPERAZINE PHOSPHATE .23-92 PERCENT 82076 ROXARSONE .0026.005 PERCENT
MONOHYDRATE FURAZOLIDONE .00083 PERCENT

BACITRACIN METHYLENE BACITRACIN PLUS
DISAUCYLATE PLUS PENICIUIN 100-500 GM/TON COMB.

PENICILLIN 3 .65 0  GM/TON COMB. 82151 ROXARSONE .0026.005 PERCENT
82868 PIPERAZINE PHOSPHATE .23- 92 PERCENT SULFAQUINOXALINE .01-.02 PERCENT

MONOHYDRATE BACITRACIN 4-50 GM/TON
ZINC BACITRACIN - 4-50 GM/TON 2,4-DIAMIN0-5-<PARA- .003-006 PERCENT

82106 PIPERAZINE SULFATE .21-.85 PERCENT CHL0R0PHENYU-6ETHYL
BACITRACIN 4-50 GM/TON PYRIMIDINE

82116 PIPERAZINE SULFATE .21-.85 PERCENT 82159 ROXARSONE .0026.005 PERCENT
BACITRACIN PLUS SULFAQUINOXALINE .01-.02 PERCENT
PENICILLIN 3 .650  GM/TON COMB. BACITRACIN PLUS

82482 PIPERAZINE SULFATE .21-.85 PERCENT PENICILLIN 3 .650  GM/TON COMB.
BACITRACIN METHYLENE 4-50 GM/TON 2,4-DIAMIN0-5-(PARA- .003-006 PERCENT

DISAUCYLATE CHL0R0PHENYD-6ETHYL
82494 PIPERAZINE SULFATE .21 .8 5  PERCENT PYRIMIDINE

BACITRACIN METHYLENE 82162 ROXARSONE .0026.005 PERCENT
DISAUCYLATE PLUS SULFAQUINOXALINE .01-.02 PERCENT

PENICILLIN 3 .650 GM/TON COMB. FURAZOLIDONE .00083 PERCENT
82701 PIPERAZINE SULFATE .21 .85  PERCENT BACITRACIN PLUS

CHLORTETRACYCLINE 10-50 GM/TON PENICIUIN 3.650  GM/TON COMB.
82737 PIPERAZINE SULFATE .21 .8 5  PERCENT 2,4-DIAMIN0-5-(PARA- .003-006 PERCENT

ZINC BACITRACIN PLUS CHL0R0PHENYL>6ETHYL
PENICILLIN 3.650 GM/TON COMB. PYRIMIDINE

82869 PIPERAZINE SULFATE .21-.85 PERCENT 82255 ROXARSONE .0026.005 PERCENT
ZINC BACITRACIN 4-50 GM/TON SULFAQUINOXALINE .01-.02 PERCENT

82664 RESERPINE .0001 PERCENT PENICILLIN 2.4-50 GM/TON
CHLORTETRACYCLINE 10-50 GM/TON 2,4-DIAMINO-MPARA- .003-006 PERCENT

82665 RESERPINE .0001 PERCENT CHL0R0PHENYD-6ETHYL
CHLORTETRACYCLINE 50-100 GM/TON PYRIMIDINE

82666 RESERPINE .0001 PERCENT 82257 ROXARSONE .0026.005 PERCENT
CHLORTETRACYCLINE 100-200 GM/TON SULFAQUINOXALINE .01-.02 PERCENT
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IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE

82262

82264

82269

82271

82276

82278

FURAZOLIDONE
PENICILLIN
2.4- DIAMI NO-MPARA- 

CHLOROPHENYD-6-ETHYL 
PYRIMIDINE

ROXARSONE 
SULFAQUINOXALINE 
STREPTOMYCIN
2.4- DIAMI N3S<PARA- 

CHL0R0PHENYO6-ETHYL 
PYRIMIDINE

ROXARSONE
SULFAQUINOXAUNE
FURAZOLIDONE
STREPTOMYCIN
2.4- DIAMIN35-(PARA- 

CHLOROPMENYL)-6-ETHYL 
PYRIMIDINE

ROXARSONE
SULFAQUINOXAUNE
CHLORTETRACYCLINE
2.4- 0IAMIN0-5-(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

ROXARSONE 
SULFAQUINOXAUNE 
FURAZOLIDONE 
CHLORTETRACYCUNE 
2,401 AMI N35-(PARA- 

CHL0R0PHENYU-6-ETHYL 
PYRIMIDINE 

ROXARSONE 
SULFAQUINOXAUNE 
ZINC BACITRACIN
2.4- DIAMI NO-MPARA- 

CHL0R0PHENYl)-6-ETHYL 
PYRIMIDINE

ROXARSONE 
SULFAQUINOXAUNE 
FURAZOLIDONE 
ZINC BACITRACIN

.00083 PERCENT 
2.4-SO GM/TON 
.003-006 PERCENT

.0025-005 PERCENT 

.01-.02 PERCENT 
30-50 GM/TON 
.003-006 PERCENT

.012S-.005 PERCENT 

.01-.02 PERCENT 

.00083 PERCENT 
30-50 GM/TON 
003-006 PERCENT

.0025-.005 PERCENT 

.01 .0 2  PERCENT 
10-50 GM/TON 
.003-.006 PERCENT

.0025-005 PERCENT 

.01 .0 2  PERCENT 

.00083 PERCENT 
10-50 GM/TON 
.003-006 PERCENT

.0025-005 PERCENT 

.01 .0 2  PERCENT 
4-50 GM/TON 
.003-006 PERCENT

.0025-005 PERCENT 

.01 .02  PERCENT 

.00063 PERCENT 
4-50 GM/TON

82283

82285

82292

82366

82369

82423

2.4- DIAMINO-5-(PARA- 
CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

ROXARSONE 
SULFAQUINOXAUNE 
BACITRACIN METHYLENE 

DISALICYLATE
2.4- DlAMINO-5-(PARA- 

CHL0R0PHENYU-6-ETHYL 
PYRIMIDINE

ROXARSONE 
SULFAQUINOXAUNE 
FURAZOLIDONE 
BACITRACIN METHYLENE 

OISAUCYLATE
2.4- DIAMI NOMPARAr 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

ROXARSONE
SULFAQUINOXAUNE
FURAZOLIDONE
BACITRACIN
2.4- DIAMINO-5-CPARA- 

CHL0R0PHENYU-6-ETHYL 
PYRIMIDINE

ROXARSONE
SULFAQUINOXAUNE
OXYTETRACYCUNE
2.4- DIAMI N0-5<PARA- 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

ROXARSONE
SULFAQUINOXAUNE
FURAZOLIDONE
OXYTETRACYCUNE
2.4- DlAMINO-5-(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

ROXARSONE
FURAZOLIDONE

.003-006 PERCENT

.0025-.005 PERCENT 

.01-.02 PERCENT 
4-50 GM/TON

.003.006 PERÇOIT

.0025-005 PERCENT 

.01-.02 PERCENT 

.00083 PERCENT 
4-50 GM/TON

.003.006 PERCENT

.0025-.005 PERCENT 

.01-.02 PERCENT 

.00083PERCENT 
4-50 GM/TON 
.003.006 PERCENT

.0025-005 PERCENT 

.0075 PERCENT 
SO GM/TON 
.00075 PERCENT

.0056 PERCENT 

.0075 PERCENT 

.00083 PERCENT 
50 GM/TON 
.00075 PERCENT

.0025-005 PERCENT 

.00083 PERCENT

IDENTIFI
CATION DRUG DOSAGE »ENTIFI-CATtON DRUG DOSAGE

82430

82444

82928

82007

82058

62070

82419

BACITRACIN METHYLENE 
DISALICYLATE PLUS 

PENICILLIN 
ROXARSONE 
FURAZOLIDONE 
BACITRACIN METHYLENE.

DISALICYLATE PLUS 
PENICILLIN 
ROXARSONE 
FURAZOLIDONE 
BACITRACIN METHYLENE 

DISALICYLATE PLUS 
PENICILLIN 
ROXARSONE 
SULFAQUI NOXALINE 
BACITRACIN PLUS 
PENICILLIN'
2.4- DIAMINO-5-(PARA- 

CHL0R0PHFNYD-6-ETHYL 
PYRIMIDINE

ROXARSONE 
SULFAQUINOXAUNE 
FURAZOLIDONE 
BACITRACIN PLUS 
PENICILLIN
2.4- DIAMI NO-5-(PARA- 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

SODIUM ARSANILATE 
ZINC BACITRACIN PLUS 
PENICILLIN
SODIUM ARSANILATE 
BACITRACIN PLUS 
PENICILLIN
SODIUM ARSANILATE 
BACITRACIN PLUS 
PENICILLIN
SODIUM ARSANILATE 
BACITRACIN METHYLENE 

DISALICYLATE PLUS

3.6-50 GM/TON COMB. 
,0025-005 PERCENT 
.00083 PERCENT

50-100 GM/TON COMB. 
.0025-005 PERCENT 
.00063 PERCENT

100-200 GM/TON COMB. 
.0025-005 PERCENT 
.0075 PERCENT

103500 GM/TON COMB. 
.00075 PERCENT

.0025.005 PERCENT 

.0075 PERCENT 

.00083 PERCENT

100-500 GM/TON COMB. 
.00075 PERCENT

.005-.01 PERCENT

3.6-50 GM/TON COMB. 
.005-.01 PERCENT

50-100 GM/TON COMB. 
.005-01 PERCENT

100-500 GM/TON COMB. 
.005-.01 PERCENT ,

82426

82440

82022

82023

82024

82025

82026

82027

82079

PENICILLIN
SODIUM ARSANILATE 
BACITRACIN METHYLENE 

DISALICYLATE PLUS 
PENICILLIN
SODIUM ARSANILATE 
BACITRACIN METHYLENE 

OISAUCYLATE PLUS 
PENICILUN 
SULFAQUINOXAUNE 
PENICILUN
2.4- 0  IAMINO-5TPARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE
STREPTOMYCIN
2.4- DIAMI N0-5-(PARA- 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE
CHLORTETRACYCUNE
2.4- DIAMINO-5-(PARA- 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE 
ZINC BACITRACIN
2.4- DIAMINO-5-(PARA- 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE 
BACITRACIN METHYLENE 

DISALICYLATE
2.4- DlAMINO-5-(PARA- 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE
BACITRACIN
2.4- DIAMIN0-3(PARA- 

CHL0R0PHENYLF6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE

3.6-50 GM/TON COMB. 
.005-01 PERCENT

50-100 GM/TON COMB. 
.005-01 PERCENT

103200 GM/TON COMB. 
.0075 PERCENT 
2.4-50 GM/TON 
.00075 PERCENT

.0075 PERCENT 
3350 GM/TON 
.00075 PERCENT

.0075 PERCENT 
1350 GM/TON 
.00075 PERCENT

.0075 PERCENT 
4-50 GM/TON 
.00075 PERCENT

.0075 PERCENT 
4-50 GM/TON

.00075 PERCENT

.0075 PERCENT 
4-50 GM/TON 
.00075 PERCENT

.0125-.025 PERCENT
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IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE

BACITRACIN 4-50 GM/TON PENICILLIN 3.6-50 GM/TON COMB.
82080 SULFAQUINOXALINE .0125-.025 PERCENT 2,4-DIAM!N0-5-(PARA- .003-.006 PERCENT

BACITRACIN PLUS CHL0R0PHENYL)-6-ETHYL
PENICILLIN 3.6-50 GM/TON COMB. PYRIMIDINE

82083 SULFAQUINOXALINE .033-,1 PERCENT 82158 SULFAQUINOXALINE .01-.02 PERCENT
BACITRACIN 4-50 GM/TON SODIUM ARSANILATE ■005-.01 PERCENT

82084 SULFAQUINOXALINE .033-.1 PERCENT BACITRACIN PLUS
BACITRACIN PLUS PENICILLIN 3.6-50 GM/TON COMB.
PENICILLIN 3.6-50 GM/TON COMB. 2,4-DIAMINO-5-(PARA- .003.006 PERCENT

82143 SULFAQUINOXALINE .01-.02 PERCENT CHL0R0PHENYD-6-ETHYL
BACITRACIN 4-50 GM/TON PYRIMIDINE
2,4-DIAMI N0-5-<PARA- .003- 006 PERCENT 82160 SULFAQUINOXALINE .01-.02 PERCENT

CHL0R0PHENYL)-6-ETHYL FURAZOLIDONE .00083 PERCENT
PYRIMIDINE BACITRACIN PLUS

82149 SULFAQUINOXALINE .01-.02 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
ARSANILIC ACID .005-.01 PERCENT 2,4-DIAMIN0-5-(PARA- .003.006 PERCENT
BACITRACIN 4-50 GM/TON - CHL0R0PHENYL1-6-ETHYL
2,4-DIAMI N0-5-(PARA- .003-.006 PERCENT PYRIMIDINE

CHL0R0PHENYL)-6-ETHYL 82227 SULFAQUINOXALINE .0075 PERCENT
PYRIMIDINE OXYTETRACYCLINE 50 GM/TON

82150 SULFAQUINOXALINE .01-.02 PERCENT 2.4-DIAMIN0-5CPARA- .00075 PERCENT
SODIUM ARSANILATE .005-.01 PERCENT CHL0R0PHENYLV6-ETHYL
BACITRACIN 4-50 GM/TON PYRIMIDINE
2,4-DIAMI N0-5-(PARA- .003-.006 PERCENT 62251 SULFAQUINOXALINE .0075 PERCENT

CHL0R0PHENYL>6-ETHYL CHLORTETRACYCLINE PLUS
PYRIMIDINE OXYTETRACYCLINE 50 GM/TON COMB.

82152 SULFAQUINOXALINE .01-.02 PERCENT 2,4-DIAMINO-5-(PARA- .00075 PERCENT
FURAZOLIDONE .00083 PERCENT CHL0R0PHENYLV6-ETHYL
BACITRACIN 4-50 GM/TON PYRIMIDINE
2,4-DIAMI N0-5KPARA- .003-.006 PERCENT 82252 SULFAQUINOXALINE .01-.02 PERCENT

CHL0R0PHENYL)-6-ETHYL PENICILLIN 2.4-50 GM/TON
PYRIMIDINE 2,4-DIAMIN0-5-(PARA- .003.006 PERCENT

82156 SULFAQUINOXALINE .01-.02 PERCENT CHL0R0PHENYLV6-ETHYL
BACITRACIN PLUS PYRIMIDINE
PENICILLIN 3.6-50 GM/TON CO M B.' 82253 SULFAQUINOXALINE .01-.02 PERCENT
2,4-DIAMI N0-5-(PARA- 003-006 PERCENT ARSANILIC ACID .005-01 PERCENT

CHL0R0PHENYL)-6-ETHYL PENICILLIN 2.4-50 GM/TON
PYRIMIDINE 2,4-DIAMI N0-5-(PARA- .003.006 PERCENT

82157 SULFAQUINOXALINE .01-.02 PERCENT CHL0R0PHENYL)-6-ETHYL
ARSANILIC ACID .005-.01 PERCENT PYRIMIDINE
BACITRACIN PLUS 82254 SULFAQUINOXALINE .01-02 PERCENT

IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE

SODIUM ARSANILATE 
PENICILLIN
2.4-DIAMIN0-5CPARA-

CHL0R0PHENYU-6-ETHYL

.005-.01 PERCENT 
2.4-50 GM/TON 
.003-.006 PERCENT

CHLORTETRACYCLINE
2>4-DIAMINO-5-(PARA-

CHL0R0PHENYL>6-ETHYL
PYRIMIDINE

10-50 GM/TON 
003- 006 PERCENT

82256

82259

82260

82261

82263

82266

82267

PYRIMIDINE
SULFAQUINOXALINE
FURAZOLIDONE
PENICILLIN
2.4- DIAMI NO-5-LPARA- 

CHL0R0PHENYU-6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE
STREPTOMYCIN
2.4- DIAMI N0-5-(PARA- 

CHL0R0PHENYL>6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE 
ARSANILIC ACID 
STREPTOMYCIN
2.4- DIAMI NO-5-(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE 
SODIUM ARSANILATE 
STREPTOMYCIN
2.4- DIAMI NO-5-(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE
FURAZOLIDONE
STREPTOMYCIN
2.4- DIAMI N0-5-(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE
CHLORTETRACYCLINE
2.4- DIAMI NO-5-(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE 
ARSANILIC ACID

.01-.02 PERCENT 
100063 PERCENT 
2.4-50 GM/TON 
.003-.006 PERCENT

.01 .0 2  PERCENT 
30-50 GM/TON 
.003-006 PERCENT

.01- 02 PERCENT 

.005-.01 PERCENT 
30-50 GM/TON 
.003-006 PERCENT

.01-.02 PERCENT 

.005-.01 PERCENT 
30-50 GM/TON 
.003 .006 PERCENT

.01-.02 PERCENT 

.00083 PERCENT 
30-50 GM/TON 
.003-.006 PERCENT

.01-.02 PERCENT 
10-50 GM/TON 
.003-006 PERCENT

.01-.02 PERCENT 

.005-.01 PERCENT

82268

82270

82273

82274

82275

82277

82280

SULFAQUINOXALINE 
SODIUM ARSANILATE 
CHLORTETRACYCLINE
2.4- DIAMIN0-5<PARA- . 

CHL0R0PHENYL1-6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE
FURAZOLIDONE
CHLORTETRACYCLINE
2.4- DIAMINO-5KPARA- 

CHL0R0PHENYLV6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE 
ZINC BACITRACIN
2.4- DIAMIN0-5-(PARA- 

CHL0R0PHENYL>-6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE 
ARSANILIC ACID 
ZINC BACITRACIN
2.4- DIAMINO-5-/PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE 
SODIUM ARSANILATE 
ZINC BACITRACIN
2.4- DIAMIN0-5-(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE 
FURAZOLIDONE 
ZINC BACITRACIN
2.4- DIAMIN0-5<PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE

.01-.02 PERCENT 

.005-.01 PERCENT 
10-50 GM/TON 
.003-.006 PERCENT

.01 .0 2  PERCENT 

.00063 PERCENT 
10-50 GM/TON 
.003- 006 PERCENT

O1-.02 PERCENT 
4-50 GM/TON 
.003-006 PERCENT

.01-.02 PERCENT 

.005-.01 PERCENT 
4-50 GM/TON 
.003-006 PERCENT

.01-.02 PERCENT 

.005-01 PERCENT 
4-50 GM/TON 
.003-006 PERCENT

.01-.02 PERCENT 

.00063 PERCENT 
4-50 GM/TON 
.003-.006 PERCENT

.01-.02 PERCENT
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IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE

BACITRACIN METHYLENE 4-50 GM/TON 2.4-DIAMINO-54PARA- .003 .006 PERCENT
DISAUCYLATE CHL0R0PHENYD-6-ETHYL

2,4-DIAMI NO-5-(PARA- .003-006 PERCENT PYRIMIDINE
CHL0R0PHENYU-6-ETHYL 82364 SULFAQUINOXAUNE .0075 PERCENT
PYRIMIDINE ARSANILIC ACID .003.01 PERCENT

82281 SULFAQUINOXAUNE .01-.02 PERCENT OXYTETRACYCLINE 50 GM/TON
ARSANILIC ACID .005-.01 PERCENT 2,4-DIAMIN0-5-(PARA- .00075 PERCENT
BACITRACIN METHYLENE 4-50 GM/TON CHL0R0PHENYI36-ETHYL

DISALICYLATE PYRIMIDINE
2,4-DIAMI NO-5-(PARA- .003.006 PERCENT 82365 SULFAQUINOXAUNE .0075 PERCENT

CHL0R0PHENYL)-6-ETHYL SODIUM ARSANILATE .003.01 PERCENT
PYRIMIDINE OXYTETRACYCLINE 50 GM/TON

82282 SULFAQUINOXAUNE .01-.02 PERCENT 2,4-DIAMINO-5-(PARA- .0075 PERCENT
SODIUM ARSANILATE .003.01 PERCENT CHLOROPHENYL36-ETHYL
BACITRACIN METHYLENE 4-50 GM/TON PYRIMIDINE

DISAUCYLATE 82367 SULFAQUINOXAUNE .0075 PERCENT
2,4-DIAMI NO-5-(PARA- .003 .006 PERCENT FURAZOLIDONE .00083 PERCENT

CHLOROPHENYD-6-ETHYL OXYTETRACYCLINE 50 GM/TON
PYRIMIDINE 2,4-DIAMINO-5-(PARA- .00075 PERCENT

82287 SULFAQUINOXAUNE .01-.02 PERCENT CHL0R0PHENYD-6-ETHYL
BACITRACIN 4-50 GM/TON PYRIMIDINE
2,4-DIAMI NO-5-(PARA- .003.006 PERCENT 82455 SULFAQUINOXAUNE .033 .10 PERCENT

CHL0R0PHENYD-6-ETHYL
PYRIMIDINE

BACITRACIN METHYLENE 
DISAUCYLATE

4-50 GM/TON

82288 SULFAQUINOXAUNE .01-.02 PERCENT -82465 SULFAQUINOXAUNE 
BACITRACIN METHYLENE

.033 .10  PERCENT

ARSANILIC ACID •005-.01 PERCENT DISAUCYLATE PLUSBACITRACIN 4-50 GM/TON PENICIUIN - 3.6-50 GM/TON2,4-DIAMI NO-5-(PARA- .003 .006 PERCENT 82506 SULFAQUINOXAUNE .01-.02 PERCENT
CHL0R0PHENYU-6-ETHYL BACITRACIN METHYLENE
PYRIMIDINE DISAUCYLATE PLUS

82289 SULFAQUINOXAUNE .01-.02 PERCENT PENICIUIN 3.6-50 GM/TON COMB.
SODIUM ARSANILATE .005-.01 PERCENT 2,4-DIAMI NO-S<PARA- .003 .006 PERCENT
BACITRACIN 4-50 GM/TON CHL0R0PHENYU-6-ETHYL
2,4-DIAMI NO-5-(PARA- .003.006 PERCENT PYRIMIDINE

CHL0R0PHENYL)-6-ETHYL 82526 SULFAQUINOXAUNE .0123.025 PERCENT
PYRIMIDINE PROCAINE PENICILLIN 2.4-50 GM/TON

82291 SULFAQUINOXAUNE .01 .0 2  PERCENT 82564 SULFAQUINOXAUNE .0075 PERCENT
FURAZOUDONE .00083 PERCENT FURAZOLIDONE .00083 PERCENT
BACITRACIN 4-50 GM/TON CHLORTETRACYCLINE 200 GM/TON

IDENTIFI
CATION DRUG OOSAGE IDENTIFI

CATION DRUG DOSAGE

82571

82577

82584

82594

82648

82884

82925

82927

2.4- DIAMI NO-5-<PARA- 
CHL0R0PHENYLV6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE 
FURAZOLIDONE 
ZINC BACITRACIN
2.4- DIAMI NO-5-(PARA- 

CHL0R0PHENYD-6-ETHYI 
PYRIMIDINE

SULFAQUINOXAUNE
FURAZOLIDONE
CHLORTETRACYCLINE
2.4OIAMIN0-5-{PARA-

CHLOROPHENYU-6-ETHYL
PYRIMIDINE

SULFAQUINOXAUNE
FURAZOUDONE
CHLORTETRACYCLINE
2.4- DlAMI N0-3LPARA- 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE
FURAZOLIDONE
PENICIUIN PLUS
STREPTOMYCIN
SULFAQUINOXAUNE
CHLORTETRACYCLINE
2.4- DIAMI N0-5-/PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE 
ZINC BACITRACIN 
SULFAQUINOXAUNE 
BACITRACIN PLUS 
PENICILLIN
2.4- DIAMI N0-5-LPARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE 
SODIUM ARSANILATE 
BACITRACIN PLUS

.00075 PERCENT

.0075 PERCENT 

.00063 PERCENT 
SOGM/TON 
.00075 PERCENT

.0075 PERCENT 

.00063 PERCENT 
50GM/TON 
.00075 PERCENT

.0075 PERCENT 

.00083 PERCENT 
100GM/TON 
.00075 PERCENT

.01-.02 PERCENT 

.00083 PERCENT

14.4-50 GM/TON COMB. 
.00075 PERCENT 
50-100 GM/TON 
.00075 PERCENT

.0125-.025 PERCENT 
4-50 GM/TON 
.0075 PERCENT

100-500 GM/TON COMB. 
.00075 PERCENT

.0075 PERCENT 

.005-.010 PERCENT

82964

82965

82966

82972

82991

82999

PBIICIU .IN
2.4- DIAMIN0-3(PARA- 

CHL0R0PHENYU-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE 
FURAZOLIDONE 
BACITRACIN METHYLENE 

DISAUCYLATE
2.4- DIAMIN0-3(PARA- 

CHL0R0PHENYU-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE
FURAZOLIDONE
BACITRACIN
2.4- DIAMINO-5-(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE
FURAZOLIDONE
PENICIUIN
2.4- DIAMIN0-3(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE 
FURAZOLIDONE 
CHLORTETRACYCLINE PLUS 
OXYTETRACYCLINE
2.4- DIAMI N0-5TPARA- 

CHL0R0PHENYU-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE 
FURAZOLIDONE 
BACITRACIN METHYLENE 

DISAUCYLATE
2.4- DIAMINO-3(PARA- 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE 
PIPERAZINE PHOSPHATE 

MONOHYDRATE

100-500 GM/TON COMB. 
.00075 PERCENT

.0075 PERCENT 

.00083 PERCENT 
100 GM/TON

.00075 PERCENT

.0075 PERCENT 

.00083 PERCENT 
100 GM/TON 
.00075 PERCENT

.0075 PERCENT 

.00083 PERCENT 
100 GM/TON 
.00075 PERCENT

.0075 PERCENT 

.00083 PERCENT

200 GM/TON COMB. 
.00075 PERCENT

.01-.02 PERCENT 

.00083 PERCENT 
4-50 GM/TON

.003-006 PERCENT

.0075 PERCENT 
23-92 PERCENT
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IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG OfSAGE

BACITRACIN METHYLENE THYROPROTEIN 200 GM/TON
DISAUCYLATE PLUS 80019 BACITRACIN 25 GM/TON

PENICILLIN 3.6-50 GM/TON COMB. PENICILLIN 25 GM/TON
2,4-DIAMI NO-5-<PARA- .00075 PERCENT THYROPROTEIN 200 GM/TON

CHL0R0PHENYU-6-ETHYL 80020 BACITRACIN 100 GM/TON
PYRIMIDINE THYROPROTEIN 200 GM/TON

82499 ZOALENE .0125-.0188 PERCENT 80021 BACITRACIN 50 GM/TON
ARSANILIC ACID .01 PERCENT PENICILLIN 50 GM/TON
BACITRACIN METHYLENE THYROPROTEIN 200 GM/TON

DISAUCYLATE PLUS 80113 BACITRACIN PLUS
PENICILLIN 3.650 GM/TON COMB. PENICILLIN 100 GM/TON COMB.

FURAZOLIDONE .00083 PERCENT

SPECIES: R MBIT
HYGROMYCIN B 12 GM/TON

80133 BACITRACIN METHYLENE 10-50 GM/TON
DISALICYLATE

80059 FURAZOLIDONE .0055 PERCENT ROXARSONE .0025-.0075 PERCENT
OXYTETRACYCLINE 10 GM/TON FURAZOLIDONE .00083 PERCENT

80058 OXYTETRACYCLINE 10 GM/TON HYGROMYCIN B 12 GM/TON

80269
SULFAQUINOXALINE
OXYTETRACYCLINE

.1 PERCENT 
10 GM/TON 80154

NITROFURAZONE 
BACITRACIN METHYLENE 

DISAUCYLATE 
ROXARSONE

.0056 PERCENT 
50-100 GM/TON

SULFAQUINOXALINE .025 PERCENT .0025-.0075 PERCENT
FURAZOLIDONE .00083 PERCENT

SPECIES: SWINE HYGROMYCIN B 12 GM/TON
80155 BACITRACIN METHYLENE 50-100 GM/TON

DISAUCYLATE
80032 ARSANILIC ACID .005-.01 PERCENT ROXARSONE .0025-.0075 PERCENT

OXYTETRACYCLINE 150 GM/TON FURAZOLIDONE .00083 PERCENT
NITROFURAZONE .0056 PERCENT HYGROMYCIN B 12 GM/TON

80045 ARSANILIC ACID .005-.01 PERCENT NITROFURAZONE .0056 PERCENT
OXYTETRACYCLINE 150 GM/TON 80158 BACITRACIN METHYLENE
PEPSIN DISALICYLATE PLUS

80082 ARSANILIC ACID .005-.01 PERCENT PENICILLIN 50-100 GM/TON COMB.
HYGROMYCIN B 12 GM/TON ARSANILIC ACID .005.01 PERCENT
OXYTETRACYCLINE 500 GM/TON HYGROMYCIN B 12 GM/TON

80294 ARSANILIC ACID -005-.01 PERCENT 80161 BACITRACIN METHYLENE
ROXARSONE .0025-.0075 PERCENT DISAUCYLATE PLUS
FURAZOLIDONE .011 PERCENT PENICILLIN 50-100GM/TON COMB.
OXYTETRACYCLINE 100 GM/TON SODIUM ARSANILATE 005 .01 PERCENT

80018 BACITRACIN 50 GM/TON HYGROMYCIN B 12 GM/TON

IDENTIFI
CATION DRUG DOSAGE

80168 BACITRACIN METHYLENE 
DISAUCYLATE PLUS

PENICILLIN 50-100 GM/TON COMB.
ROXARSONE .0025.0075 PERCENT
FURAZOLIDONE .00083 PERCENT
HYGROMYCIN B 12 GM/TON
NITROFURAZONE .0056 PERCENT

80232 BACITRACIN METHYLENE 
DISAUCYLATE PLUS

PENICILLIN 10-50 GM/TON COMB.
PIPERAZINE .6  PERCENT

80233 BACITRACIN METHYLENE 
DISAUCYLATE PLUS

PENICILLIN 10-50 GM/TON COMB.
SODIUM FLUORIDE .51  PERCENT

80266 BACITRACIN METHYLENE 
DISAUCYLATE

10-50 GM/TON

PIPERAZINE .6  PERCENT
80267 BACITRACIN METHYLENE v 

DISAUCYLATE
10-50 GM/TON

SODIUM FLUORIDE .51  PERCENT
80273 BACITRACIN METHYLENE 

DISALICYLATE
50 GM/TON

FURAZOLIDONE .00083 PERCENT
HYGROMYCIN B 12 GM/TON

80277 BACITRACIN METHYLENE 
DISAUCYLATE PLUS

PENICILLIN 50 GM/TON COMB.
FURAZOLIDONE .00083 PERCENT
HYGROMYCIN B 12 GM/TON

80279 BACITRACIN METHYLENE 
DISAUCYLATE PLUS

PENICILLIN 100 GM/TON COMB.
FURAZOLIDONE .00083 PERCENT
HYGROMYCIN B 12 GM/TON

80281 BACITRACIN METHYLENE 
DISAUCYLATE

10-50 GM/TON

FURAZOLIDONE .00063 PERCENT
HYGROMYCIN B 12 GM/TON

80152 ZINC BACITRACIN 50-100 GM/TON

IDENTIFI
CATION DRUG DOSAGE

ROXARSONE .0025.0075 PERCENT
FURAZOLIDONE .00083 PERCENT
HYGROMYCIN B 12 GM/TON
NITROFURAZONE .0056 PERCENT

80157 ZINC BACITRACIN PLUS
PENICILLIN 50-100 GM/TON COMB.
ARSANILIC ACID .005.01 PERCENT
HYGROMYCIN B 12 GM/TON

80160 ZINC BACITRACIN PLUS
PENICILLIN 50-100 GM/TON COMB.
SODIUM ARSANILATE .005.01 PERCENT
HYGROMYCIN B 12 GM/TON

80163 ZINC BACITRACIN PLUS
PENICILLIN 50-100 GM/TON
ROXARSONE .0025.0075 PERCENT
HYGROMYCIN B 12 GM/TON

80166 ZINC BACITRACIN PLUS
PENICILLIN 50-100 GM/TON COMB.
ROXARSONE .0025.0075 PERCENT
FURAZOLIDONE .00083 PERCENT
HYGROMYCIN B 12 GM/TON
NITROFURAZONE .0056 PERCENT

80236 ZINC BACITRACIN PLUS
PENICILLIN 10-50 GM/TON COMB.
NICOTINE .005 .07 PERCENT
PHENOTHIAZINE .51  .OPERCENT

80238 ZINC BACITRACIN 10-50 GM/TON
NICOTINE .05 .07  PERCENT
SODIUM FLUORIDE .3 PERCENT
SODIUM SULFATE 2 PERCENT

80241 ZINC BACITRACIN 10-50 GM/TON
SODIUM FLUORIDE .51 .OPERCENT

80242 ZINC BACITRACIN 10-50 GM/TON
PIPERAZINE DIHYDROCHLORIDE .16 .7 2  PERCENT

80243 ZINC BACITRACIN 10-50 GM/TON
PIPERAZINE PHOSPHATE .25 .9 2  PERCENT

MONOHYDRATE
80244 ZINC BACITRACIN 1650 GM/TON

PIPERAZINE SULFATE .21-.85 PERCENT
80245 ZINC BACITRACIN 1650 GM/TON

PIPERAZINE MONOHYDROCHLORIDE .12-.52 PERCENT
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IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE

80246 ZINC BACITRACIN 10-50 GM/TON P.PERAZINE PHOSPHATE .23-92 PERCENT
BUTYNORATE .07 PERCENT 80192 CHLORTETRACYCLINE 10-50 GM/TON
PHENOTHIAZINE .29 PERCENT PIPERAZINE PHOSPHATE .21-.85 PERCENT
PIPERAZINE SULFATE .12 PERCENT 80202 CHLORTETRACYCLINE 10-50 GM/TON

80278 ZINC BACITRACIN PLUS FURAZOLIDONE .00063 PERCENT
PENICILLIN 100 GM/TON COMB. 80205 CHLORTETRACYCLINE 10-50 GM/TON
FURAZOLIDONE .00083 PERCENT ROXARSONE .0025-.0075 PERCENT
HYGROMYCIN B 12 GM/TON FURAZOLIDONE .00083 PERCENT

80280 ZINC BACITRACIN 10-50 GM/TON NITROFURAZONE .0056 PERCENT
FURAZOLIDONE .00083 PERCENT 80206 CHLORTETRACYCLINE 50-100 GM/TON
HYGROMYCIN B 12 GM/TON ROXARSONE .0025-.0075 PERCENT

80292 ZINC BACITRACIN 10-50 GM/TON FURAZOLIDONE .00083 PERCENT
ROXARSONE .0025-.0075 PERCENT NITROFURAZONE .0056 PERCENT
FURAZOLIDONE .00083 PERCENT 80207 CHLORTETRACYCLINE 100-200 GM/TON
HYGROMYCIN B 12 GM/TON ROXARSONE .0025-0075 PERCENT
NITROFURAZONE .0056 PERCENT FURAZOLIDONE .00083 PERCENT

80027 CHLORTETRACYCLINE 100 GM/TON NITROFURAZONE .0056 PERCENT
OXYTETRACYCLINE 100 GM/TON 80208 CHLORTETRACYCLINE 10-50 GM/TON

«0028 CHLORTETRACYCLINE 100 GM/TON ROXARSONE .0025-0075 PERCENT
ARSANILIC ACID .005-.01 PERCENT FURAZOLIDONE .00083 PERCENT

j OXYTETRACYCLINE 100 GM/TON 80209 CHLORTETRACYCLINE 50-100 GM/TON
80029 CHLORTETRACYCLINE 100 GM/TON ROXARSONE .0025-0075 PERCENT

SODIUM ARSANILATE .005-.01 PERCENT FURAZOLIDONE .00063 PERCENT
OXYTETRACYCLINE 100 GM/TON 80220 CHLORTETRACYCLINE 10-50 GM/TON

80030 CHLORTETRACYCLINE 100 GM/TON PHENOTHIAZINE .3-1.0 PERCENT
ROXARSONE .0025- 0075 PERCENT 80104 FURAZOLIDONE .00083 PERCENT
OXYTETRACYCLINE 100 GM/TON HYGROMYCIN B 12 GM/TON

80029 CHLORTETRACYCLINE 100 GM/TON STREPTOMYCIN 10-50 GM/TON
SODIUM ARSANILATE .005-.01 PERCENT 80179 FURAZOLIDONE .011 PERCENT
OXYTETRACYCLINE 100 GM/TON OXYTETRACYCLINE 50 GM/TON

80030 CHLORTETRACYCLINE 100 GM/TON 80002 HYGROMYCIN B 12 GM/TON
ROXARSONE .0025-.0075 PERCENT OXYTETRACYCLINE 50 GM/TON MAXIMUM
OXYTETRACYCLINE 100 GM/TON 80035 OXYTETRACYCLINE 10-50 GM/TON

80127 CHLORTETRACYCLINE 10-50 GM/TON PIPERAZINE .6 PERCENT
ROXARSONE .0025-0075 PERCENT 80044 OXYTETRACYCLINE 150 GM/TON
FURAZOUOONE .00083 PERCENT PEPSIN
HYGROMYCIN 8 12 GM/TON 80036 PENICILLIN 10-50 GM/TON
NITROFURAZONE .0056 PERCENT PIPERAZINE .1-.4 PERCENT

80190 CHLORTETRACYCLINE 10-50 GM/TON 80037 PENICILLIN PLUS
PIPERAZINE DIHYDROCHLORIDE .18-72 PERCENT STREPTOMYCIN 10-50 GM/TON COMB.

80191 CHLORTETRACYCLINE 10-50 GM/TON PIPERAZINE .1-.4 PERCENT

IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE
80108 PENICILLIN PLUS 80142 PENICILLIN PLUS

STREPTOMYCIN 45-90 GM/TON COMB. STREPTOMYCIN 90-270 GM/TON COMB.
FURAZOLIDONE «0083 PERCENT ROXARSONE .0025-.0075 PERCENT
HYGROMYCIN B 12 GM/TON FURAZOLIDONE .00083 PERCENT

80109 PENICILLIN PLUS HYGROMYCIN B 12 GM/TON
STREPTOMYCIN 90-270 GM/TON COMB. 80005 ROXARSONE .0025-0075 PERCENT
FURAZOLIDONE .00083 PERCENT FURAZOLIDONE .00083 PERCENT
HYGROMYCIN B 12 GM/TON ' HYGROMYCIN B 12 GM/TON

80117 PENICILLIN 10-50 GM/TON 80006 ROXARSONE .0025-0075 PERCENT
ROXARSONE .0025-0075 PERCENT FURAZOLIDONE .00083 PERCENT
FURAZOLIDONE .00083 PERCENT HYGROMYCIN B 12 GM/TON
HYGROMYCIN B 12 GM/TON NITROFURAZONE .0056 PERCENT
NITROFURAZONE .0056 PERCENT 80047 ROXARSONE .005-.01 PERCENT

80134 PENICILLIN PLUS OXYTETRACYCLINE 150 GM/TON
STREPTOMYCIN 45-90 GM/TON COMB. PEPSIN
ARSANILIC ACID .005-.01 PERCENT 80077 ROXARSONE .0025-0075 PERCENT
HYGROMYCIN B 12 GM/TON FURAZOLIDONE .00083 PERCENT

80135 PENICILLIN PLUS HYGROMYCIN B 12 GM/TON
STREPTOMYCIN 45-90 GM/TON COMB. OXYTETRACYCLINE 50 GM/TON MAXIMUM
ROXARSONE .0025-.0075 PERCENT NITROFURAZONE .0056 PERCENT
HYGROMYCIN B 12 GM/TON 80096 ROXARSONE .0025-0075 PERCENT

80137 PENICILLIN PLUS FURAZOLIDONE .00063 PERCENT
STREPTOMYCIN 45-90 GM/TON COMB. HYGROMYCIN B 12 GM/TON
ROXARSONE .0025-.0075 PERCENT OXYTETRACYCLINE 50-150 GM/TON
FURAZOUOONE .00083 PERCENT NITROFURAZONE .0056 PERCENT
HYGROMYCIN B 12 GM/TON 80098 ROXARSONE .0025-.0075 PERCENT
NITROFURAZONE .0056 PERCENT FURAZOLIDONE .00083 PERCENT

80138 PENICILLIN PLUS HYGROMYCIN B 12 GM/TON
STREPTOMYCIN 90-270 GM/TON COMB. OXYTETRACYCLINE 500 GM/TON
ARSANILIC ACID .005-.01 PERCENT NITROFURAZONE .0056 PERCENT
HYGROMYCIN B 12 GM/TON 80123 ROXARSONE .0025-.0075 PERCENT

80139 PENICILLIN PLUS FURAZOLIDONE .00063 PERCENT
STREPTOMYCIN 90-270 GM/TON COMB. HYGROMYCIN B 12 GM/TON
SODIUM ARSANILATE .005-01 PERCENT NITROFURAZONE .0056 PERCENT
HYGROMYCIN B 12 GM/TON STREPTOMYCIN 10-50 GM/TON

80141 PENICILLIN PLUS 80318 ROXARSONE .0025-.0075 PERCENT
STREPTOMYCIN 90-270 GM/TON COMB. SODIUM ARSANILATE .005-.01 PERCENT
ROXARSONE .0025-.0075 PERCENT FURAZOLIDONE .011 PERCENT
FURAZOLIDONE .00083 PERCENT OXYTETRACYCLINE 100 GM/TON
HYGROMYCIN B 12 GM/TON 80033 SODIUM ARSANILATE .005-.01 PERCENT
NITROFURAZONE .0056 PERCENT OXYTETRACYCLINE 150 GM/TON
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NITROFURAZONE .0056 PERCENT PENICILLIN 50-100 GM/TON COMB.
80046 SODIUM ARSANILATE .005-.01 PERCENT 84276 ARSANIUC ACID .005.01 PERCENT

OXYTETRACYCLINE 150GM/TON AMINO NITROTHIAZOLE .0510 PERCENT
PEPSIN OXYTETRACYCLINE 200 GM/TON

80090 SODIUM ARSANILATE .005-01 PERCENT 84343 ARSANIUC ACID .005.01 PERCENT
HYGROMYCIN B 12GM/T0N BACITRACIN METHYLENE
OXYTETRACYCLINE 500 GM/TON DISALICYLATE PLUS 

PENICILLIN 100-200 GM/TON COMB.

SPECIES: TURKEY UNSPECIFIED 84410 ARSANIUC ACID 
BACITRACIN METHYLENE

.005.01 PERCENT

DISALICYLATE PLUS
84185 ACETYLAMINO-NITROTHIAZOLE .015 PERCENT PENICILLIN 3.6-50 GM/TON COMB.

STREPTOMYCIN 30-50 GM/TON ACETYLAMINO-NITROTHIAZOLE .015 PERCENT
84174 AMPROUUM .0125- 025 PERCENT 84424 ARSANIUC ACID .005.01 PERCENT

MANGANESE BACITRACIN PLUS BACITRACIN METHYLENE
PENICILLIN 3.6-50 GM/TON COMB. DISALICYLATE PLUS

84213 AMPROUUM .0125-025 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
STREPTOMYCIN 30-50 GM/TON ACETYLAMINO-NITROTHIAZOLE .05 PERCENT

84214 AMPROUUM .0125-025 PERCENT 84431 ARSANIUC ACID .005.01 PERCENT
PENICILLIN PLUS BACITRACIN METHYLENE 4-50 GM/TON
STREPTOMYCIN 14.4-50 GM/TON COMB. DISALICYLATE

84215 AMPROUUM 0125-025 PERCENT ACETYLAMINO-NITROTHIAZOLE .05 PERCENT
BACITRACIN 4-50 GM/TON 84581 ARSANIUC ACID .005.01 PERCENT

84216 AMPROUUM .0125-025 PERCENT ZINC BACITRACIN PLUS
BACITRACIN PLUS PENICILLIN 3.6-50 GM/TON COMB.
PENICILLIN 30-50 GM/TON COMB. 84618 ARSANIUC ACID .005X11 PERCENT

84003 ARSANIUC ACID .005-010 PERCENT ZINC BACITRACIN PLUS
BACITRACIN METHYLENE PENICILLIN 3.6-50 GM/TON COMB.

DISALICYLATE PLUS ACETYLAMINO-NITROTHIAZOLE 015 PERCENT
PENICILLIN 50-100 GM/TON COMB. 85077 ARSANIUC ACID .005.010 PERCENT

84039 ARSANIUC ACID .005-010 PERCENT ZINC BACITRACIN PLUS
BACITRACIN 4-50 GM/TON PEMICILLIN 3.6-50 GM/TON COMB.
ACETYLAMINO-NITROTHIAZOLE 015 PERCENT ACETYLAMINO-NITROTHIAZOLE .05 PERCENT

84090 ARSANIUC ACID .005-010 PERCENT 84038 BACITRACIN 4-50 GM/TON
BACITRACIN PLUS ACETYLAMINO-NITROTHIAZOLE .015 PERCENT
PENICILLIN 100-500 GM/TON COMB. 84069 BACITRACIN 4-50 GM/TON

84146 ARSANIUC ACID .005 010  PERCENT NYSTATIN 50 GM/TON
BACITRACIN PLUS 84070 BACITRACIN PLUS
PENICILLIN 3.6-50 GM/TON COMB. PENICILLIN 3.6-50 GM/TON COMB.

84166 ARSANIUC ACID .005.010 PERCENT NYSTATIN 50 GM/TON
BACITRACIN PLUS 84071 BACITRACIN 4-50 GM/TON

IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE
NYSTATIN 100 GM/TON 84616 ZINC BACITRACIN PLUS

84072 BACITRACIN PLUS PENICILLIN 3 .65 0  GM/TON COMB.
PENICILLIN 3 .650  GM/TON COMB. NYSTATIN SO GM/TON
NYSTATIN 100 GM/TON 84617 ZINC BACITRACIN PLUS

84193 BACITRACIN PLUS PENICILLIN 3 .650  GM/TON COMB.
PENICILLIN 3 .650  GM/TON COMB. NYSTATIN 100 GM/TON
ACETYLAMINO-NITROTHIAZOLE .015 PERCENT 84744 ZINC BACITRACIN 4-50 GM/TON

84175 MANGANESE BACITRACIN 4-50 GM/TON NYSTATIN 100 GM/TON
NYSTATIN 50 GM/TON 84746 ZINC BACITRACIN PLUS

84176 MANGANESE BACITRACIN PLUS PENICILLIN 3 .650  GM/TON COMB.
PENICILLIN 3 .650  GM/TON COMB. ACETYLAMINO-NITROTHIAZOLE .05 PERCENT
NYSTATIN 50 GM/TON 85073 ZINC BACITRACIN PLUS

84177 MANGANESE BACITRACIN 4-50 GM/TON PENICILLIN 3 .650  GM/TON COMB.
NYSTATIN 100.GM/TON ACETYLAMINO-NITROTHIAZOLE .015 PERCENT

84178 MANGANESE BACITRACIN PLUS 84388 BUTYNORATE .07 PERCENT
PENICILLIN 3 .650 GM/TON COMB. PHENOTHIAZINE .29 PERCENT
NYSTATIN 100 GM/TON PIPERAZINE SULFATE .12 PERCENT

84406 BACITRACIN METHYLENE BACITRACIN METHYLENE 4-50 GM/TON
DISALICYLATE PLUS DISALICYLATE

PENICILLIN 3 .650 GM/TON COMB. 84400 BUTYNORATE .07 PERCENT
NYSTATIN ,50 GM/TON PHENOTHIAZINE .29 PERCENT

84407 BACITRACIN METHYLENE 4-50 GM/TON PIPERAZINE SULFATE .12 PERCENT
DISALICYLATE BACITRACIN METHYLENE

NYSTATIN 50 GM/TON DISALICYLATE PLUS
84408 BACITRACIN METHYLENE PENJCILLIN 3 .650  GM/TON COMB.

DISALICYLATE PLUS 84465 BUTYNORATE .02 PERCENT
PENICILLIN 3 .650  GM/TON COMB. ZINC BACITRACIN PLUS

84409 BACITRACIN METHYLENE 4-50 GM/TON PENICILLIN 3 .650  GM/TON COMB.
DISALICYLATE DINITRODIP .02 PERCENT

NYSTATIN 100 GM/TON ENYLSULFONYLETHYLENE
85105 BACITRACIN METHYLENE DIAMINE

DISALICYLATE PLUS SULFANITRAN .03 PERCENT
PENICILLIN 3 .650  GM/TON COMB. 84782 BUTYNORATE .07 PERCENT
ACETYLAMINO-NITROTHIAZOLE .015 PERCENT PHENOTHIAZINE .29 PERCENT

85107 BACITRACIN METHYLENE PIPERAZINE SULFATE .12 PERCENT
DISALICYLATE PLUS ZINC BACITRACIN PLUS

PENICILLIN 3.650 GM/TON COMB. PENICILLIN 3 .650  GM/TON COMB.
ACETYLAMINO-NITROTHIAZOLE .05 PERCENT 84191 CHLORTETRACYCLINE 10-50 GM/TON

85106 BACITRACIN METHYLENE 4-50 GM/TON ACETYLAMINO-NITROTHIAZOLE .015 PERCENT
DISALICYLATE 84534 CHLORTETRACYCLINE 10-50 GM/TON

ACETYLAMINO-NITROTHIAZOLE .05 PERCENT NYSTATIN 50 GM/TON
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84535 CHLORTETRACYCLINE 10-50 GM/TON FURAZOLIDONE .022 PERCENT
NYSTATIN 100 GM/TON BACITRACIN 4-50 GM/TON

85139 CHLORTETRACYCLINE 10-50 GM/TON 85209 DIENESTROL DIACETATE .0023.007 PERCENT
ACETYLAMINO-NITRQTHIAZOLE .10 PERCENT FURAZOLIDONE .022 PERCENT

84496 DIENESTROL DIACETATE .0023- 007 PERCENT BACITRACIN PLUS
FURAZOLIDONE .00083 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
BACITRACIN 4-50 GM/TON 85210 DIENESTROL DIACETATE .0023.007 PERCENT

84522 DIENESTROL DIACETATE .0023-.007 PERCENT FURAZOLIDONE .022 PERCENT
CHLORTETRACYCLINE- 10-50 GM/TON. CHLORTETRACYCLINE 10-50 GM/TON

84523 DIENESTROL DIACETATE .0023-.007 PERCENT 85211 DIENESTROL DIACETATE .0023.007 PERCENT
CHLORTETRACYCLINE 50-100 GM/TON FURAZOLIDONE .022 PERCENT

84524 DIENESTROL DIACETATE .0023-.007 PERCENT PENICILLIN 2.4-50 GM/TON
CHLORTETRACYCLINE 100-200 GM/TON 85212 DIENESTROL DIACETATE .0023.007 PERCENT

85134 DIENESTROL OIACETATE .0023-.007 PERCENT FURAZOLIDONE .022 PERCENT
FURAZOLIDONE .00083 PERCENT PENICILLIN PLUS
BACITRACIN PLUS STREPTOMYCIN 14.4-50 GM/TON COMB.
PENICILLIN 3.6-50 GM/TON COMB. 85213 DIENESTROL DIACETATE .0023.007 PERCENT

85135 DIENESTROL DIACETATE .0023-.007 PERCENT FURAZOLIDONE .0055 PERCENT
FURAZOLIDONE .00083 PERCENT BACITRACIN 4-50 GM/TON
CHLORTETRACYCLINE 10-50 GM/TON 85215 DIENESTROL DIACETATE .0023.007 PERCENT

85136 DIENESTROL DIACETATE .0023-.007 PERCENT FURAZOLIDONE .0055 PERCENT
FURAZOLIDONE .00083 PERCENT CHLORTETRACYCLINE 10-50 GM/TON
PENICILLIN 2.4-50 GM/TON 85216 DIENESTROL DIACETATE .0023.007 PERCENT

85203 DIENESTROL DIACETATE .0023-.007 PERCENT FURAZOLIDONE .0055 PERCENT
FURAZOLIDONE .011 PERCENT PENICILLIN 2.4-50 GM/TON
BACITRACIN 4-50 GM/TON 85217 DIENESTROL DIACETATE .0023.007 PERCENT

85204 DIENESTROL DIACETATE .0023-.007 PERCENT FURAZOLIDONE .0055 PERCENT
FURAZOLIDONE .011 PERCENT PENICILLIN PLUS
BACITRACIN PLUS STREPTOMYCIN 14.4-50 GM/TON COMB.
PENICILLIN 3.6-50 GM/TON COMB. 84013 FURAZOLIDONE .00083 PERCENT

85205 DIENESTROL DIACETATE .0023-.007 PERCENT BACITRACIN METHYLENE 50-100 GM/TON
FURAZOLIDONE .011 PERCENT DISALICYLATE
CHLORTETRACYCLINE 10-50 GM/TON 84042 FURAZOLIDONE .00083 PERCENT

85206 DIENESTROL OIACETATE .0023- 007 PERCENT BACITRACIN 4-50 GM/TON
FURAZOLIDONE .011 PERCENT ACETYLAMINO-NITROTHIAZOLE .015 PERCENT
PENICILLIN 4-50 GM/TON 84087 FURAZOLIDONE .00083 PERCENT

85207 DIENESTROL DIACETATE .0023.007 PERCENT BACITRACIN 100-500 GM/TON
FURAZOLIDONE .011 PERCENT 84169 FURAZOLIDONE .00083 PERCENT
PENICILLIN PLUS BACITRACIN PLUS
STREPTOMYCIN 14.4-50 GM/TON COMB. PENICILLIN 50-100 GM/TON COMB.

85208 DIENESTROL DIACETATE .0023.007 PERCENT 84204 FURAZOLIDONE .00083 PERCENT

IQENTIfl-CATtON DRUG DOSAGE IDENTIFI
CATION DRUG DOSAGE

OXYTETRACYCLINE 50 GM/TON PENICILLIN 3.6-50 GM/TON COMB.
84267 FURAZOLIDONE .00083 PERCENT 84621 FURAZOLIDONE .00083 PERCENT

OXYTETRACYCLINE 200 GM/TON ZINC BACITRACIN PLUS
84346 FURAZOLIDONE .00063 PERCENT PENICILLIN 3.6-50 GM/TON COMB.

BACITRACIN METHYLENE ACETYLAMINO-NITROTHIAZOLE .015 PERCENT
DISALICYLATE PLUS 84759 FURAZOLIDONE - .00083 PERCENT

PENICILLIN 100-200 GM/TON COMB. ZINC BACITRACIN 4-50 GM/TON
84353 FURAZOLIDONE .00063 PERCENT 85C60 FURAZOLIDONE .00063 PERCENT

BACITRACIN METHYLENE 100-200 GM/TON ZINC BACITRACIN PLUS
DISALICYLATE PENICILLIN 3.6-50 GM/TON COMB.

84413 FURAZOLIDONE .00083 PERCENT ACETYLAMINO-NITROTHIAZOLE .05 PERCENT
BACITRACIN METHYLENE 85140 FURAZOLIDONE .00083 PERCENT

DISALICYLATE PLUS ZINC BACITRACIN 100 GM/TON
PENICILLIN 3.6-50 GM/TON COMB. 85143 FURAZOLIDONE .00083 PERCENT
ACETYLAMINO-NITROTHIAZOLE .015 PERCENT PENICILLIN 100 GM/TON

84451 FURAZOLIDONE .00063 PERCENT 85156 FURAZOLIDONE .00083 PERCENT
BACITRACIN METHYLENE 4-50 GM/TON CHLORTETRACYCLINE. 200 GM/TON

DISALICYLATE 85158 FURAZOLIDONE .00063 PERCENT
84458 FURAZOLIDONE .00083 PERCENT CHLORTETRACYCLINE PLUS

BACITRACIN METHYLENE OXYTETRACYCLINE 200 GM/TON COMB.
DISALICYLATE PLUS 85194 FURAZOLIDONE .022 PERCENT

PENICILLIN 3.6-50 GM/TON COMB. ~ BACITRACIN PLUS
84499 FURAZOLIDONE .00083 PERCENT PENICILLIN 3.6-50 GM/TON COMB.

CHLORTETRACYCLINE PLUS 85199 FURAZOLIDONE .0055 PERCENT
OXYTETRACYCLINE 50 GM/TON COMB. BACITRACIN PLUS

84503 FURAZOLIDONE .00083 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
CHLORTETRACYCLINE 100 GM/TON 85202 FURAZOLIDONE .0055 PERCENT

84505 FURAZOLIDONE .00083 PERCENT PENICILLIN PLUS
CHLORTETRACYCLINE PLUS STREPTOMYCIN 14.4-50 GM/TON COMB.
OXYTETRACYCLINE 100 GM/TON COMB. 85222 FURAZOLIDONE .00083 PERCENT

84510 FURAZOLIDONE .00083 PERCENT PENICILLIN PLUS
BACITRACIN 4-50 GM/TON STREPTOMYCIN 14.4-50 GM/TON COMB.

84511 FURAZOLIDONE .00083 PERCENT ACETYLAMINO-NITROTHIAZOLE .015-05 PERCENT
BACITRACIN PLUS 85224 FURAZOLIDONE .00063 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. BACITRACIN PLUS

84512 FURAZOLIDONE .00083 PERCENT PENICILLIN 100-500 GM/TON COMB.
CHLORTETRACYCLINE 10-50 GM/TON 84442 NIHYDRAZONE .011 PERCENT

84513 FURAZOLIDONE .00083 PERCENT BACITRACIN METHYLENE
PENICILLIN 2.4-50 GM/TON DISALICYLATE PLUS

84584 FURAZOLIDONE .00083 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
ZINC BACITRACIN PLUS 84022 NITARSONE .01875 PERCENT
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ZINC BACITRACIN PLUS 
PENICILLIN 3.6-50 GM/TON COMB. 84007

84049 NITHIAZIDE .0125-04 PERCENT
BACIJRACIN 4-50 GM/TON

84050 NITHIAZIDE 
BACITRACIN PLUS

.0125-.04 PERCENT

PENICILLIN 3.6-50 GM/TON COMB. 84014
84257 NITHIAZIDE .0125-.04 PERCENT

OXYTETRACYCLINE 50 GM/TON
84258 NITHIAZIDE - .0125-.04 PERCENT

PENICILLIN 2.4-50 GM/TON elm)84440 NITHIAZIDE
BACITRACIN METHYLENE

.0125-.04 PERCENT

DISAUCYLATE PLUS 
PENICILLIN 3.6-50 GM/TON COMB.

84445 NITHIAZIDE .0125-.04 PERCENT
BACITRACIN METHYLENE 4-50 GM/TON

DISAUCYLATE
84514 NITHIAZIDE .0125-.04 PERCENT 84058

FURAZOLIDONE .00083 PERCENT
BACITRACIN 4-50 GM/TON

84533 NITHIAZIDE .0125-.04 PERCENT
CHLORTETRACYCLINE 10-50 GM/TON

84628 NITHIAZIDE
ZINC BACITRACIN PLUS

.0125-.04 PERCENT

PENICILLIN 3.6-50 GM/TON COMB.
84738 NITHIAZIDE .0125-.04 PERCENT 84064

ZINC BACITRACIN 4-50 GM/TON
85125 NITHIAZIDE .0125-.04 PERCENT

FURAZOLIDONE 
BACITRACIN PLUS

.00063 PERCENT

PENICILLIN 3.6-50 GM/TON COMB.
85126 NITHIAZIDE .0125-.04 PERCENT

FURAZOLIDONE .00063 PERCENT
CHLORTETRACYCLINE 10-50 GM/TON

8406685127 NITHIAZIDE .0125-.04 PERCENT
FURAZOLIDONE .00063 PERCENT
PENICILLIN 10-50 GM/TON

85128 NITHIAZIDE .0125-.04 PERCENT
FURAZOLIDONE 
PENICILLIN PLUS

.00063 PERCENT

IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION

2,4-DIAMI NO-5CPARA- .003-006 PERCENT
CHLOROPHENYU-6-ETHYL
PYRIMIDINE 84236

84068 NITROFURAZONE .0056 PERCENT
FURAZOLIDONE .00083 PERCENT
BACITRACIN 100-500 GM/TON

8423784094 NITROFURAZONE .0056 PERCENT
FURAZOLIDONE 
BACITRACIN PLUS

.00083 PERCENT

PENICILLIN 100-500 GM/TON COMB.
8424184112 NITROFURAZONE 

BACITRACIN PLUS
.0056 PERCENT

PENICILLIN 3.6-50 GM/TON COMB.
8424284113 NITROFURAZONE 

BACITRACIN PLUS
.00112 PERCENT

PENICILLIN 3.6-50 GM/TON COMB.
84114 NITROFURAZONE .0056 PERCENT 84244

FURAZOLIDONE .00083 PERCENT
BACITRACIN 4-50 GM/TON

84116 NITROFURAZONE .0056 PERCENT 84246
FURAZOLIDONE 
BACITRACIN PLUS

.00083 PERCENT

PENICILLIN 3.6-50 GM/TON COMB. 84247
84159 NITROFURAZONE .0056 PERCENT

FURAZOLIDONE .00083 PERCENT
BACITRACIN 4-50 GM/TON

84164 NITROFURAZONE .0056 PERCENT 84249
FURAZOLIDONE .00063 PERCENT
BACITRACIN 50-100 GM/TON

84230 NITROFURAZONE .0056 PERCENT 84250
FURAZOLIDONE .00083 PERCENT
CHLORTETRACYCLINE 50 GM/TON

84232 NITROFURAZONE .0056 PERCENT
FURAZOLIDONE 
CHLORTETRACYCLINE PLUS

.00083 PERCENT 84252

OXYTETRACYCLINE 50 GM/TON COMB.
84234 NITROFURAZONE .0056 PERCENT

FURAZOLIDONE .00083 PERCENT 84280
CHLORTETRACYCLINE 100 GM/TON

84235 NITROFURAZONE .0056 rtRCENT

DRUG

STREPTOMYCIN 
NITROFURAZONE 
FURAZOLIDONE 
BACITRACIN METHYLENE 

DISAUCYLATE PLUS 
PENICILLIN 
NITROFURAZONE 
FURAZOLIDONE 
BACITRACIN METHYLENE 

DISALICYLATE 
NITROFURAZONE 
SULFAQUINOXALINE 
FURAZOLIDONE 
BACITRACIN
2.4- DIAMINO-5-(PARA- 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

NITROFURAZONE
ROXARSONE
SULFAQUINOXALINE
FURAZOLIDONE
BACITRACIN
2.4- OIAMINO-5-(PARA- 

CHL0R0PHENYLV6-ETHYL 
PYRIMIDINE

NITROFURAZONE 
SULFAQUINOXALINE 
FURAZOLIDONE 
BACITRACIN PLUS 
PENICILLIN
2.4- DIAMINO-5-(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

NITROFURAZONE
ROXARSONE
SULFAQUINOXALINE
FURAZOLIDONE
BACITRACIN PLUS
PENICILLIN

DRUG

FURAZOLIDONE 
OXYTETRACYCLINE 
NITROFURAZONE 
FURAZOLIDONE 
CHLORTETRACYCLINE PLUS 
OXYTETRACYCLINE 
NITROFURAZONE 
FURAZOLIDONE 
PENICILLIN PLUS 
STREPTOMYCIN 
NITROFURAZONE 
FURAZOLIDONE 
OXYTETRACYCLINE 
NITROFURAZONE 
FURAZOLIDONE 
CHLORTETRACYCLINE PLUS 
OXYTETRACYCLINE 
NITROFURAZONE 
FURAZOLIDONE 
ZINC BACITRACIN 
NITROFURAZONE 
FURAZOLIDONE 
BACITRACIN 
NITROFURAZONE 
FURAZOLIDONE 
BACITRACIN METHYLENE 

DISALICYLATE 
NITROFURAZONE 
FURAZOLIDONE 
PENICILLIN 
NITROFURAZONE 
FURAZOLIDONE .
ZINC BACITRACIN PLUS
PENICILLIN
NITROFURAZONE
FURAZOLIDONE
BACITRACIN PLUS
PENICILLIN
NITROFURAZONE
FURAZOLIDONE
AMINO NITROTHIAZOLE

DOSAGE

14.4-50 GM/TON COMB. 
.0056 PERCENT 
.00083 PERCENT

50-100 GM/TON COMB. 
.0056 PERCENT 
.00063 PERCENT 
50-100 GM/TON

.0056 PERCENT 

.01-.02 PERCENT 

.00063 PERCENT 
4-50 GM/TON 
.003-006 PERCENT

.0056 PERCENT 

.0025-.005 PERCENT 

.01-.02 PERCENT 

.00063 PERCENT 
4-50 GM/TON 
.003-006 PERCENT

.0056 PERCENT 

.01-.02 PERCENT 

.00063 PERCENT

3.6-50 GM/TON COMB. 
.003-.006 PERCENT

.0056 PERCENT 
0025-.005 PERCENT 
.01-.02 PERCENT 
.00063 PERCENT

3.6-50 GM/TON COMB.

.00063 PERCENT 
100 GM/TON 
.0056 PERCENT 
.00063 PERCENT

100 GM/TON COMB. 
.0056 PERCENT 
.00063 PERCENT

90-180 GM/TON COMB. 
.0056 PERCENT 
.00063 PERCENT 
200 GM/TON 
.0056 PERCENT 
.00063 PERCENT

200 GM/TON COMB. 
.0056 PERCENT 
.00063 PERCENT 
100 GM/TON 
.0056 PERCENT 
.00063 PERCENT 
100 GM/TON 
.0056 PERCENT 
.00083 PERCENT 
100 GM/TON

.0056 PERCENT 

.00063 PERCENT 
100 GM/TON 
.0056 PERCENT 
.00063 PERCENT

100 GM/TON COMB. 
.0056 PERCENT 
.00063 PERCENT

100 GM/TON COMB. 
.0056 PERCENT 
.00063 PERCENT 
.05-. 1 PERCENT
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OXYTETRACYCLINE 200 GM/TON BACITRACIN METHYLENE
84296 NITROFURAZONE .0056 PERCENT DISALICYLATE PLUS

SULFAQUINOXALINE .0075 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
FURAZOLIDONE .00083 PERCENT ACETYLAMINO-NITROTHIAZOLE .015 PERCENT
OXYTETRACYCLINE 50 GM/TON 84416 NITROFURAZONE .0056 PERCENT
2,4-DIAMINO-5-<PARA- .00075 PERCENT ROXARSONE .0025-005 PERCENT

CHL0R0PHENYL)-6-ETHYL FURAZOLIDONE .00083 PERCENT
PYRIMIDINE BACITRACIN METHYLENE

84298 NITROFURAZONE .0056 PERCENT DISALICYLATE PLUS
ROXARSONE .0025- 005 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
SULFAQUI NOXALINE .0075 PERCENT ACETYLAMINO-NITROTHIAZOLE .015 PERCENT
FURAZOLIDONE .00063 PERCENT 84489 NITROFURAZONE .0056 PERCENT
OXYTETRACYCLINE SO GM/TON FURAZOLIDONE .00083 PERCENT
2,4-DIAMI N0-5-(PARA- .00075 PERCENT PENICILLIN PLUS

CHL0R0PHENYL)-6-ETHYL STREPTOMYCIN 14.4-50 GM/TON COMB.
PYRIMIDINE 84551 NITROFURAZONE .0056 PERCENT

84322 NITROFURAZONE .0056 PERCENT FURAZOLIDONE .00083 PERCENT
NITROPHENIDE .05 PERCENT CHLORTETRACYCLINE 10-50 GM/TON
FURAZOLIDONE .00083 PERCENT 84552 NITROFURAZONE .0056 PERCENT
OXYTETRACYCLINE 200 GM/TON FURAZOLIDONE .00083 PERCENT

84347 NITROFURAZONE .0056 PERCENT CHLORTETRACYCLINE 50-100 GM/TON
FURAZOLIDONE .00063 PERCENT 84553 NITROFURAZONE .0056 PERCENT
BACITRACIN METHYLENE FURAZOLIDONE .00083 PERCENT

DISALICYLATE PLUS CHLORTETRACYCLINE 100-200 GM/TON
PENICILLIN 100-200 GM/TON COMB. 84593 NITROFURAZONE .0112 PERCENT

84354 NITROFURAZONE .0056 PERCENT ZINC BACITRACIN PLUS
FURAZOLIDONE .00083 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
BACITRACIN METHYLENE 100-200 GM/TON 84594 NITROFURAZONE .0056 PERCENT

DISALICYLATE FURAZOLIDONE .00083 PERCENT
84365 NITROFURAZONE .0056 PERCENT ZINC BACITRACIN PLUS

FURAZOLIDONE .00083 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
BACITRACIN METHYLENE 4-50 GM/TON 84623 NITROFURAZONE .0056 PERCENT

DISALICYLATE FURAZOLIDONE .00063 PERCENT
84375 NITROFURAZONE .0056 PERCENT ZINC BACITRACIN PLUS

FURAZOLIDONE .00083 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
BACITRACIN METHYLENE ACETYLAMINO-NITROTHIAZOLE .015 PERCENT

DISALICYLATE PLUS 84640 NITROFURAZONE .0056 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. FURAZOLIDONE .00063 PERCENT

84414 NITROFURAZONE .0056 PERCENT ACETYLAMINO-NITROTHIAZOLE .05 PERCENT
FURAZOLIDONE .00083 PERCENT STREPTOMYCIN 30-50 GM/TON

IDENTIFI
CATION DRUG DOSAGE IDCMTIfi-

CATIOH DRUG OOSAGE

84642 NITROFURAZONE .0056 PERCENT AMINO NITROTHIAZOLE .06 .10  PERCENT
ROXARSONE .0025-005 PERCENT OXYTETRACYCLINE 200 GM/TON
FURAZOLIDONE .00083 PERCENT 84360 NITROPHENIDE .0126.025 PERCENT
ACETYLAMINO-NITROTHIAZOLE .05 PERCENT BACITRACIN METHYLENE 4-50 GM/TON
STREPTOMYCIN 30-50 GM/TON DISALICYLATE

84678 NITROFURAZONE .0056 PERCENT 84370 NITROPHENIDE .0126.025 PERCENT
BACITRACIN METHYLENE BACITRACIN METHYLENE

DlSALICYLATE PLUS DISALICYLATE PLUS
PENICILLIN 3.6-50 GM/TON COMB. PENICILLIN 3.650 GM/TON COMB.

84679 NITROFURAZONE .0112 PERCENT 84371 NITROPHENIDE .05 PERCENT
BACITRACIN METHYLENE BACITRACIN METHYLENE

DISALICYLATE PLUS DISALICYLATE PLUS
PENICILLIN 3.6-50 GM/TON COMB. PENICILLIN 3 .650 GM/TON COMB.

84691 NITROFURAZONE .0056 PERCENT 84484 NITROPHENIDE .0126.025 PERCENT
FURAZOLIDONE .00083 PERCENT PENICILLIN 2.4-50 GM/TON
BACITRACIN METHYLENE 4-50 GM/TON 84488 NITROPHENIDE .0126.025 PERCENT

DISALICYLATE PENICILLIN PLUS
84761 NITROFURAZONE .0056 PERCENT STREPTOMYCIN 14.4-50 GM/TON COMB.

FURAZOLIDONE .00083 PERCENT 84590 NITROPHENIDE .0126.025 PERCENT
ZINC BACITRACIN 4-50 GM/TON ZINC BACITRACIN PLUS

85012 NITROFURAZONE .0125- 025 PERCENT PENICILLIN 3 .650  GM/TON COMB.
ZINC SACITRACIN PLUS 84591 NITROPHENIDE .05 PERCENT
PENICILLIN 3 .650 GM/TON COMB. ZINC BACITRACIN PLUS

85013 NITROFURAZONE .0112 PERCENT PENICILLIN 3 .650  GM/TON COMB.
ZINC BACITRACIN PLUS 85019 NITROPHENIDE .0126.025 PERCENT
PENICILLIN 3 .650  GM/TON COMB. ZINC BACITRACIN 4-50 GM/TON

85071 NITROFURAZONE .0056 PERCENT 85020 NITROPHENIDE .05 PERCENT
SULFAQUINOXALINE .0075 PERCENT ZINC BACITRACIN 4-50 GM/TON
FURAZOLIDONE .00083 PERCENT 84188 NYSTATIN 50-100 GM/TON
BACITRACIN PLUS PENICILLIN 2.4-50 GM/TON
PENICILLIN 100-500 GM/TON 84189 NYSTATIN 50-100 GM/TON
2,4-DIAMI NO-5-(PARA- .00075 PERCENT STREPTOMYCIN 30-50 GM/TON

CHL0R0PHENYD-6-ETHYL 84118 PHENOTHIAZINE .61  PERCENT
PYRIMIDINE BACITRACIN 4-50 GM/TON

84106 NITROPHENIDE .0126.025 PERCENT NICOTINE .06 .07  PERCENT
BACITRACIN 4-50 GM/TON 84119 PHENOTHIAZINE .61  PERCENT

84323 NITROPHENIDE .0126.05 PERCENT BACITRACIN 4-50 GM/TON
ROXARSONE .0026.005 PERCENT 84128 PHENOTHIAZINE .61  PERCENT
FURAZOLIDONE .00083 PERCENT BACITRACIN PLUS
OXYTETRACYCLINE 200 GM/TON PENICILLIN 36-50 GM/TON COMB.

84335 NITROPHENIDE .0126.025 PERCENT NICOTINE .06 .0 7  PERCENT
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IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG

84129

84377

84378 

8438?

84390

¡84596

84597

84796

84127

84341

84342 

84125 

84135

84384

PHENOTHIAZINE 
BACITRACIN PLUS 
PENICILLIN 
PHENOTHIAZINE 
BACITRACIN METHYLENE 

DISALICYLATE 
NICOTINE 
PHENOTHIAZINE 
BACITRACIN METHYLENE 

DISALICYLATE 
PHENOTHIAZINE 
BACITRACIN METHYLENE 

DISALICYLATE PLUS 
PENICILLIN 
NICOTINE 
PHENOTHIAZINE 
BACITRACIN METHYLENE 

DISAIICYLATE PLUS 
PENICILLIN 
PHENOTHIAZINE 
ZINC BACITRACIN PLUS 
PENICILLIN 
NICOTINE 
PHENOTHIAZINE 
ZINC BACITRACIN PLUS 
PENICILLIN 
PHENOTHIAZINE 
ZINC BACITRACIN 
PIPERAZINE 
BACITRACIN 
PIPERAZINE 
OXYTETRACYCLINE 
PIPERAZINE 
PENICILLIN
PIPERAZINE DIHYDROCHLORIDE 
BACITRACIN
PIPERAZINE DIHYDROCHLORIDE 
BACITRACIN PLUS 
PENICILLIN
PIPERAZINE DIHYDROCHLORIDE

.3-1 PERCENT

3.6-50 GM/TON COMB. 
.3-1 PERCENT 
4-50 GM/TON

.03-.07 PERCENT 

.3-1 PERCENT 
4-50 GM/TON

.3-1 PERCENT

3.6-50 GM/TON COMB. 
.03-.07 PERCENT 
.3-1 PERCENT

3.6- 50 GM/TON COMB. 
.3-1 PERCENT

3.6- 50 GM/TON COMB. 
.03-.07 PERCENT
.3-1 PERCENT

3.6- 50 GM/TON COMB. 
.3-1 PERCENT
4-50 GM/TON 
.21-.85 PERCENT 
4-50 GM/TON 
.1-.4 PERCENT 
10-50 GM/TON 
.1-.4 PERCENT 
2.4-50 GM/TON 
.18 .7 2  PERCENT 
4-50 GM/TON 
.18 .7 2  PERCENT

3.6- 50 GM/TON COMB. 
.18 .7 2  PERCENT

84396

84568

84603

84790

84138

84387

84399

84606

84793

84126

84136

84397

84569

BACITRACIN METHYLENE 
DISALICYLATE

PIPERAZINE DIHYDROCHLORIDE 
BACITRACIN METHYLENE 

DISALICYLATE PLUS 
PENICILLIN
PIPERAZINE DIHYDROCHLORIDE 
CHLORTETRACYCLINE 
PIPERAZINE DIHYDROCHLORIDE 
ZINC BACITRACIN PLUS 
PENICILLIN
PIPERAZINE DIHYDROCHLORIDE 
ZINC BACITRACIN
PIPERAZINE MONOHYDROCHLORIDE 
BACITRACIN
PIPERAZINE MONOHYDROCHLORIDE 
BACITRACIN METHYLENE 

DISALICYLATE
PIPERAZINE MONOHYDROCHLORIDE 
BACITRACIN METHYLENE 

DISALICYLATE PLUS 
PENICILLIN
PIPERAZINE MONOHYDROCHLORIDE 
ZINC BACITRACIN PLUS 
PENICILLIN
PIPERAZINE MONOHYDROCHLORIDE 
ZINC BACITRACIN 
PIPERAZINE PHOSPHATE 

MONOHYDRATE 
BACITRACIN 
PIPERAZINE PHOSPHATE 

MONOHYDRATE 
BACITRACIN PLUS 
PENICILLIN
PIPERAZINE PHOSPHATE 

MONOHYDRATE 
BACITRACIN METHYLENE 

DISALICYLATE PLUS 
PENICILLIN
PIPERAZINE PHOSPHATE 

MONOHYDRATE

4-50 GM/TON 

.18 .7 2  PERCENT

3.6- 50 GM/TON COMB. 
.18 .7 2  PERCENT 
1850 GM/TON 
.18 .7 2  PERCENT

3.6- 50 GM/TON COMB. 
.18 .72  PERCENT 
4-50 GM/TON
.13-.52 PERCENT 
4-50 GM/TON 
.18 .5 2  PERCENT 
4-50 GM/TON

.18 .5 2  PERCENT

3.6- 50 GM/TON COMB. 
.18 .5 2  PERCENT

3.6- 50 GM/TON COMB. 
.18 .5 2  PERCENT 
4-50 GM/TON 
.1 8 .7 2  PERCENT

4-50 GM/TON 
.28 .9 2  PERCENT

3.6-50 GM/TON COMB. 
.28 .9 2  PERCENT

3.6-50 GM/TON COMB. 
.28 .9 2  PERCENT

IDENTIFI
CATION MUG DOSAGE IDENTIFI

CATION DRUG DOSAGE

CHLORTETRACYCLINE 1850 GM/TON 84180 RESERPINE .0001 PERCENT
84604 PIPERAZINE PHOSPHATE .28 .92  PERCENT /MANGANESE BACITRACIN PLUS

MONOHYDRATE PENICILLIN 3.6-50 GM/TON COMB.
ZINC BACITRACIN PLUS 84181 RESERPINE .0002 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. MANGANESE BACITRACIN 4-50 GM/TON

84669 PIPERAZINE PHOSPHATE .28 .92  PERCENT 84481 RESERPINE .0001 PERCENT
MONOHYDRATE PENICILLIN 2.4-50 GM/TON

BACITRACIN METHYLENE 4-50 GM/TON 84536 RESERPINE .00002-.0001 PERCENT
DISALICYLATE CHLORTETRACYCLINE 1850 GM/TON

84791 PIPERAZINE PHOSPHATE .28 .9 2  PERCENT 84537 RESERPINE .00002-.0001 PERCENT
MONOHYDRATE CHLORTETRACYCLINE 58100 GM/TON

ZINC BACITRACIN 4-50 GM/TON 84538 RESERPINE .00002-.0001 PERCENT
84137 PIPERAZINE SULFATE .21 .85  PERCENT CHLORTETRACYCLINE 108200 GM/TON

BACITRACIN PLUS 84633 RESERPINE .00002 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. ZINC BACITRACIN 4-50 GM/TON

84386 PIPERAZINE SULFATE .21-.85 PERCENT 84634 RESERPINE .0001 PERCENT
BACITRACIN METHYLENE 4-50 GM/TON Zin c  b a c itr a c in 4-50 GM/TON

DISALICYLATE 84006 ROXARSONE .0025-.005 PERCENT
84398 PIPERAZINE SULFATE .21-.85 PERCENT FURAZOLIDONE .00063 PERCENT

BACITRACIN METHYLENE BACITRACIN METHYLENE
DISALICYLATE PLUS DISALICYLATE PLUS

PENICILLIN 3.6-50 GM/TON COMB. PENICILLIN 58100 GM/TON COMB.
84570 PIPERAZINE SULFATE .21 .85  PERCENT 84044 ROXARSONE .0025-005 PERCENT

CHLORTETRACYCLINE 1850 GM/TON FURAZOLIDONE .00083 PERCENT
84605 PIPERAZINE SULFATE .21-.85 PERCENT BACITRACIN 4-50 GM/TON

ZINC BACITRACIN PLUS ACETYLAMIN8NITR0THIAZ0LE .015 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. 84054 ROXARSONE .0025-005 PERCENT

84792 PIPERAZINE SULFATE .21 -.85 PERCENT SULFAQUINOXALINE .01-.02 PERCENT
ZINC BACITRACIN 4-50 GM/TON BACITRACIN 4-50 GM/TON

84183 PENICILLIN 2.4-50 GM/TON 2,4-QIAMIN85-(PARA- .003-006 PERCENT
ACETYLAMINO-NITROTHIAZOLE .015 PERCENT CHL0R0PHENYL)-6-ETHYL

84184 PENICILLIN PLUS PYRIMIDINE
STREPTOMYCIN 14.4-50 GM/TON COMB. 84152 ROXARSONE .0025-.005 PERCENT
ACETYLAMINO-NITROTHIAZOLE .015 PERCENT FURAZOLIDONE .00083 PERCENT

84187 PENICILLIN PLUS BACITRACIN PLUS
STREPTOMYCIN 14.4-50 GM/TON COMB. PENICILLIN 3.6-50 GM/TON COMB.
ACETYLAMINO-NITROTHIAZOLE .05 PERCENT 84281 ROXARSONE .0025- 005 PERCENT

84068 RESERPINE .0001 PERCENT FURAZOLIDONE .00083 PERCENT
BACITRACIN 4-50 GM/TON AMINO NITROTHIAZOLE .05-.1 PERCENT

84179 RESERPINE .0001 PERCENT OXYTETRACYCLINE 200 GM/TON
MANGANESE BACITRACIN 4-50 GM/TON 84294 ROXARSONE .0025-.005 PERCENT
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IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGE

SULFAQUINOXAUNE .0075 PERCENT ZINC BACITRACIN PLUS
OXYTETRACYCLINE 50GM/T0N PENICILLIN 3.6-50 GM/TON COMB.
2,4-DIAMI NO-5-(PARA- .00075 PERCENT ACETYLAMINO-NITROTHIAZOLE .015 PERCENT

CHL0R0PHENYD-6-ETHYL 84641 ROXARSONE .0025-005 PERCENT
PYRIMIDINE FURAZOLIDONE .00083 PERCENT

84297 ROXARSONE .0025-.005 PERCENT ACETYLAMINO-NITROTHIAZOLE .05 PERCENT
SULFAQUINOXAUNE .0075 PERCENT STREPTOMYCIN 30-50 GM/TON
FURAZOLIDONE .00083 PERCENT 84750 ROXARSONE .0025-.005 PERCENT
OXYTETRACYCLINE 50GM/TON ZINC BACITRACIN PLUS
2,4-DIAMI N0-5-<PARA- .00075 PERCENT PENICILLIN 3.6-50 GM/TON COMB.

CHL0R0PHENYL>6-ETHYL ACETYLAMINO-NITROTHIAZOLE .015 PERCENT
PYRIMIDINE 85040 ROXARSONE .0025-.005 PERCENT

84348 ROXARSONE .0025- 005 PERCENT FURAZOLIDONE .00063 PERCENT
FURAZOLIDONE .00083 PERCENT ZINC BACITRACIN PLUS
BACITRACIN METHYLENE ; * v., >  i: PENICILLIN 3.6-50 GM/TON COMB.

DISALICYLATE PLUS 85069 ROXARSONE .0025-.005 PERCENT
PENICILLIN 100-200 GM/TON COMB. SULFAQUINOXAUNE .0075 PERCENT

84412 ROXARSONE .0025- 005 PERCENT BACITRACIN PLUSBACITRACIN METHYLENE PENICILLIN 100-500 GM/TON COMB.DISALICYLATE PLUS 2,4-DIAMIN0-5-(PARA- .00075 PERCENTPENICILLIN
ACETYLAMINO-NITROTHI AZOLE

3.6-50 GM/TON COMB. 
.015 PERCENT CHL0R0PHENYU-6-ETHYL

84415 ROXARSONE
FURAZOLIDONE

.0025-005 PERCENT 

.00083 PERCENT 85072 ROXARSONE .0025-005 PERCENT
BACITRACIN METHYLENE SULFAQUINOXAUNE .0075 PERCENT

DISALICYLATE PLUS FURAZOLIDONE .00083 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. BACITRACIN PLUS
ACETYLAMINO-NITROTHIAZOLE .015 PERCENT PENICILLIN 100-500 GM/TON COMB.

84429 ROXARSONE .0025-.005 PERCENT 2,4-DIAMI N0-5-(PARA- .00075 PERCENT
FURAZOLIDONE .00063 PERCENT CHL0R0PHENYD-6-ETHYL
BACITRACIN METHYLENE PYRIMIDINE

DISALICYLATE PLUS 85066 ROXARSONE .0025-.005 PERCENT
PENICILLIN 3.6-50 GM/TON COMB. ZINC BACITRACIN PLUS
ACETYLAMINO-NITROTHIAZOLE .05 PERCENT PENICILLIN 3.6-50 GM/TON COMB.

84460 ROXARSONE .0025-.005 PERCENT ACETYLAMINO-NITROTHIAZOLE .05 PERCENT
FURAZOLIDONE .00063 PERCENT 85090 ROXARSONE .0025-.005 PERCENT
BACITRACIN METHYLENE FURAZOLIDONE .00063 PERCENT

DISALICYLATE PLUS ZINC BACITRACIN PLUS
PENICILLIN 3.6-50 GM/TON COMB. PENICILLIN 3.6-50 GM/TON COMB.

84624 ROXARSONE .0025- 005 PERCENT ACETYLAMINO-NITROTHIAZOLE .05 PERCENT
FURAZOUDONE .00063 PERCENT 84004 SODIUM ARSANILATE .005-.01 PERCENT

IKHTIFI-
CATtON DRUG DOSAGE

84040

BACITRACIN METHYLENE 
DISALICYLATE PLUS 

PENICILLIN
SODIUM ARSANILATE

50-100 GM/TON COMB. 
.005-.01 PERCENT

84091

BACITRACIN
ACETYLAMINO-NITROTHIAZOLE 
SODIUM ARSANILATE

4-50 GM/TON 
.015 PERCENT 
.005-.01 PERCENT

84147

BACITRACIN PLUS 
PENICILLIN
SODIUM ARSANILATE

100-500 GM/TON COMB. 
.005-01 PERCENT

84167

BACITRACIN PLUS 
PENICILLIN
SODIUM ARSANILATE

3.6-50 GM/TON COMB. 
.005-.01 PERCENT

84344

BACITRACIN PLUS 
PENICIUIN
SODIUM ARSANILATE

50-100 GM/TON COMB. 
.005-.01 PERCENT

84411

BACITRACIN METHYLENE 
DISALICYLATE PLUS 

PENICILLIN
SODIUM ARSANILATE

100-200 GM/TON COMB. 
.005-01 PERCENT

84456

BACITRACIN METHYLENE 
DISALICYLATE PLUS 

PENICILUN
ACETYLAMINO-NITROTHIAZOLE 
SODIUM ARSANILATE

3.6-50 GM/TON COMB. 
.015 PERCENT 
.005-01 PERCENT

84582

BACITRACIN METHYLENE 
DISALICYLATE PLUS 

PENICILUN
SOOIUM ARSANILATE

3.6-50 GM/TON COMB. 
.005-01 PERCENT

84619

ZINC BACITRACIN PLUS 
PENICIUIN
SOOIUM ARSANILATE

3.6-50 GM/TON COMB. 
.005-01 PERCENT

84045

ZINC BACITRACIN PLUS 
PENICIUIN
ACETYLAMINO-NITROTHIAZOLE
SULFAQUINOXAUNE

3.6-50 GM/TON COMB. 
.015 PERCENT 
.01-02 PERCENT

BACITRACIN 
2,4-OlAMl N0-5TPARA- 

CHL0R0PHENYLL-6-ETHYL 
PYRIMIDINE

4-50 GM/TON 
.003-006 PERCENT

IDENTIFI
CATION DRUG DOSAGE

84046 SULFAQUINOXAUNE 
BACITRACIN PLUS

.01-.02 PERCENT

PENICILLIN 3.6-50 GM/TON COMB.
2,4-DIAMIN0-5-(PARAr

CHL0R0PHENYD-6-ETHYL
PYRIMIDINE

.003-006 PERCENT

84052 SULFAQUINOXAUNE .01-.02 PERCENT
ARSANILIC ACID .005-.010 PERCENT
BACITRACIN 4-50 GM/TON
2,4-DIAMIN0-5<PARA-

CHL0R0PHENYl>6-ETHYL
PYRIMIDINE

003-.006 PERCENT

84053 SULFAQUINOXAUNE .01-.02 PERCENT
SODIUM ARSANILATE .005-.010 PERCENT
BACITRACIN 4-50 GM/TON
2,4-DIAMIN0-5<PARA-

CHL0R0PHENYD-6-ETHYL
PYRIMIDINE

003-.006 PERCENT

84055 SULFAQUINOXAUNE .01-.02 PERCENT
FURAZOLIDONE .00063 PERCENT
BACITRACIN 4-50 GM/TON
2,4-0 IAMIN0-5-(PARA- .003-006 PERCENT

CHL0R0PHENYD-6-ETHYL
PYRIMIDINE

84100 SULFAQUINOXAUNE .0125-,025 PERCENT
BACITRACIN 4-50 GM/TON

84101 SULFAQUINOXAUNE 
BACITRACIN PLUS

.0125-.025 PERCENT

PENICILLIN 3.6-50 GM/TON COMB.
84103 SULFAQUINOXAUNE 

BACITRACIN PLUS
.005-.025 PERCENT

PENICILLIN 3.6-50 GM/TON COMB.
84292 SULFAQUINOXAUNE .0075 PERCENT

ARSANILIC ACID .005-.01 PERCENT
OXYTETRACYCLINE 50 GM/TON
2,4-DIAMIN0-5-(PARA-

CHL0R0PHENYU-6-ETHYL
PYRIMIDINE

.00075 PERCENT

84293 SULFAQUINOXALINE .0075 PERCENT
SODIUM ARSANILATE .005-.01 PERCENT
OXYTETRACYCLINE 50 GM/TON
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IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG DOSAGi

2,4-DIAMI NO-5-(PARA- .00075 PERCENT 2,4-0IAMIN0-5-(PARA- .00075 PERCENT
CHLOROPHENYU-6-ETHYL CHL0R0PHENYD-6-ETHYL
PYRIMIDINE PYRIMIDINE

84295 SULFAQUINOXALINE .0075 PERCENT 84530 SULFAQUINOXALINE .0075 PERCENT
FURAZOLIDONE .00083 PERCENT CHLORTETRACYCLINE 100-200 GM/TON
OXYTETRACYCLINE 50 GM/TON 2,4-DIAMINO-5-(PARA- .00075 PERCENT
2,4-DIAMINO-5-(PARA- .00075 PERCENT CHL0R0PHENYD-6-ETHYL

CHL0R0PHENYU-6-ETHYL PYRIMIDINE
PYRIMIDINE 84575 SULFAQUINOXALINE .0125-,025 PERCENT

84334 SULFAQUINOXALINE .0125-025 PERCENT CHLORTETRACYCLINE 10-50 GM/TON
AMINO NITROTHIAZOLE .05-.10 PERCENT 84576 SULFAQUINOXALINE .0125-025 PERCENT
OXYTETRACYCLINE 200 GM/TON CHLORTETRACYCLINE 50-100 GM/TON

84357 SULFAQUINOXALINE .0125-.025 PERCENT 84577 SULFAQUINOXALINE .0125-.025 PERCENT
BACITRACIN METHYLENE 4-50 GM/TON CHLORTETRACYCLINE 100-200 GM/TON

DISALICYLATE 84587 SULFAQUINOXALINE .0125.025 PERCENT
84358 SULFAQUINOXALINE .005-.025 PERCENT ZINC BACITRACIN PLUS

BACITRACIN METHYLENE 4-50 GM/TON PENICILLIN 3.6-50 GM/TON COMB.
Dl SALICYLATE 84588 SULFAQUINOXALINE .005.025 PERCENT

84359 SULFAQUINOXALINE .033-.1 PERCENT ZINC BACITRACIN PLUS
BACITRACIN METHYLENE 4-50 GM/TON PENICILLIN 3.6-50 GM/TON COMB.

DISALICYLATE 84589 SULFAQUINOXALINE .033-.10 PERCENT
84502 SULFAQUINOXALINE .0075 PERCENT ZINC BACITRACIN PLUS

FURAZOLIDONE .00083 PERCENT PENICILLIN 3.6-50 GM/TON COMB.
CHLORTETRACYCLINE 50 GM/TON 84629 SULFAQUINOXALINE .01-.02 PERCENT
2,4-DIAMI NO-5-<PARA- .00075 PERCENT ZINC BACITRACIN PLUS

CHL0R0PHENYL)-6-ETHYL PENICILLIN 3.6-50 GM/TON COMB.
PYRIMIDINE 2,4-DlAMINO-5-(PARA- 003-.006 PERCENT

84509 SULFAQUINOXALINE .0075 PERCENT CHL0R0PHENYD-6-ETHYL
FURAZOLIDONE .00083 PERCENT PYRIMIDINE
CHLORTETRACYCLINE 100 GM/TON 84674 SULFAQUINOXALINE .005.025 PERCENT
2,4-DIAMINO-5-(PARA- .00075 PERCENT BACITRACIN METHYLENE

CHL0R0PHENYD-6-ETHYL DISALICYLATE PLUS
PYRIMIDINE PENICILUN 3.6-50 GM/TON COMB.

84528 SULFAQUINOXALINE .0075 PERCENT JB5017 SULFAQUINOXALINE .005.025 PERCENT
CHLORTETRACYCLINE 10-50 GM/TON ZINC BACITRACIN 4-50 GM/TON
2,4-DIAMI NO-5-/PARA- .00075 PERCENT 85018 SULFAQUINOXALINE .033-.10 PERCENT

CHLOROPHENYL>6-ETHYL ZINC BACITRACIN 4-50 GM/TON
PYRIMIDINE 85066 SULFAQUINOXALINE .0075 PERCENT

84529 SULFAQUINOXALINE .0075 PERCENT BACITRACIN PLUS
CHLORTETRACYCLINE 50-100 GM/TON PENICILUN 100-500 GM/TON COMB.

icanm-CATION DRUG DOSAGE IDENTIFI
CATION DRUG DOSAGE

2,4-DIAMI NO-5-(PARA- 
CHL0R0PHENYl)-6-ETHYL

.00075 PERCENT

85067

85068

85070

85113

85114

85122

PYRIMIDINE 
SULFAQUINOXALINE 
ARSANIUC ACID 
BACITRACIN PLUS 
PENICILLIN
2.4- DIAMI NO-5-(PARA- 

CHLOROPHENYL>6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE 
SODIUM ARSANILATE 
BACITRACIN PLUS 
PENICILLIN
2.4- DIAMI NO-5-(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE 
FURAZOLIDONE 
BACITRACIN PLUS 
PENICILLIN
2.4- DIAMI NO-5-(PARA- 

CHL0R0PHENYL>6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE
FURAZOLIDONE
OXYTETRACYCLINE
2.4- DIAMI NO-5(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE 
FURAZOLIDONE 
CHLORTETRACYCLINE PLUS 
OXYTETRACYCLINE
2.4- DIAMI NO-5-(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXALINE 
FURAZOLIOONE 
CHLORTETRACYCLINE PLUS 
OXYTETRACYCLINE

.0075 PERCENT 

.005-.010 PERCENT

100-500 GM/TON COMB. 
.00075 PERCENT

.0075 PERCENT 

.005-.010 PERCENT

100-500 GM/TON COMB. 
.00075 PERCENT

.0075 PERCENT 

.00063 PERCENT

100-500 GM/TON COMB. 
.00075 PERCENT

.0075 PERCENT 

.00063 PERCENT 
50 GM/TON 
.00075 PERCENT.

.0075 PERCENT 

.00083 PERCENT

50 GM/TON COMB. 
.00075 PERCENT

.0075 PERCENT 

.00063 PERCENT

100 GM/TON COMB.

85123

85131

85132

85133

85152

85153

2.4- DIAMI NO-5-{PARA- 

CHL0R0PHENYD-6-ETHYL 

PYRIMIDINE
SULFAQUINOXALINE 
FURAZOLIDONE 
PENICILLIN PLUS 
STREPTOMYCIN
2.4- DIAMINO-5-(PARAr 

CHL0R0PHENYD-6-ETHYL 

PYRIMIDINE
SULFAQUINOXALINE
FURAZOLIDONE
CHLORTETRACYCLIN
2.4- DIAMI NO-5-(PARA- 

CHL0R0PHENYL)-6-ETHYL 

PYRIMIDINE
SULFAQUINOXALINE
FURAZOLIDONE
PENICILUN
2.4- DIAMINO-STPARA- 

CHL0R0PHENYL)-6-ETHYL 

PYRIMIDINE
SULFAQUINOXALINE 
FURAZOLIDONE 
PENICILLIN PLUS 
STREPTOMYCIN
2.4- DIAMINO-5-(PARA- 

CHLOROPHENYL)-6-ETHYL 

PYRIMIDINE
SULFAQUINOXALINE 
FURAZOLIDONE 
ZINC BACITRACIN
2.4- DlAMINO-5-(PARA- 

CHL0R0PHENYD-6-ETHYL 

PYRIMIDINE
SULFAQUINOXALINE 
FURAZOLIDONE 
BACITRACIN METHYLENE 

DISALICYLATE

.00075 PERCENT

.0075 PERCENT 

.00083 PERCENT

90-180 GM/TON COMB. 
.00075 PERCENT

.01-.02 PERCENT 

.00063 PERCENT 
10-50 GM/TON 
.003-.006 PERCENT

.01 .0 2  PERCENT 

.00063 PERCENT 
2.4-50 GM/TON 
003-.006 PERCENT

.01-.02 PERCENT 

.00063 PERCENT

14.4-50 GM/TON COMB. 
.003-.006 PERCENT

.0075 PERCENT 

.00083 PERCENT 
100 GM/TON 
.00075 PERCENT

.0075 PERCENT 

.00083 PERCENT 
100 GM/TON
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IDENTIFI
CATION DRUG DOSAGE IDENTIFI

CATION DRUG

85154

85155

85165

85166

85183

2.4- DIAMI NO-5-(PARA- 
CHL0R0PHENYU-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE,
FURAZOLIDONE
BACITRACIN
2.4- DIAMI NO-5-(PARA- 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE
FURAZOLIDONE
PENICILLIN
2.4- DIAMI NO-5-(PARA- 

CHL0R0PHENYL)-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE 
FURAZOUDONE - 
CHLORTETRACYCLINE
2.4- DIAMI NO-5-(PARA- 

CHLOROPHENYU-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE
FURAZOUDONE
OXYTETRACYCLINE
2.4- DIAMI NO-S<PARA- 

CHL0R0PHENYU-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE
FURAZOLIDONE

.00075 PERCENT

.0075 PERCENT 

.00083 PERCENT 
100GM/TON 
.00075 PERCENT

.0075 PERCENT 

.00063 PERCENT 
100 GM/TON 
.00075 PERCENT

.0075 PERCENT 

.00063 PERCENT 
200 GM/TON 
.00075 PERCENT

.0075 PERCENT 

.00083 PERCENT 
100 GM/TON 
.00075 PERCENT

.0075 PERCENT 

.00083 PERCENT

85184

85185

85186

85187

ZINC BACITRACIN
2.4- DIAMIN0-5<PARA- 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE 
FURAZOUDONE' 
BACITRACIN METHYLENE 

DISALICYLATE
2.4- DIAMINO-5-(PARAr 

CHLOROPHENYU-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE
FURAZOLIDONE
BACITRACIN
2.4- DIAMINO-S<PARA- 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE
FURAZOLIDONE
PENICILUN
2.4- DIAMI NO-5-(PARA- 

CHL0R0PHENYD-6-ETHYL 
PYRIMIDINE

SULFAQUINOXAUNE 
FURAZOLIDONE 
BACITRACIN PLUS 
PENICILLIN
2.4- DIAMI NO-5-(PARA-

CH LOROPH ENYL)-6-ETHYL 
PYRIMIDINE

50 GM/TON 
.00075 PERCENT

.0075 PERCENT 

.00083 PERCENT 
50 GM/TON

.00075 PERCENT

.0075 PERCENT 

.00063 PERCENT 
50 GM/TON 
.00075 PERCENT

.0075 PERCENT 

.00083 PERCENT 
50 GM/TON 
.00075 PERCENT

.0075 PERCENT 

.00083 PERCENT

3.6-50 GM/TON COMB. 
.00075 PERCENT

(Sec. 512(1), 82 Stat. 347; (21 U.S.C. 360b(l).)
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Subpart B— Specific New Animal Drugs for 
Use in Animal Feeds

Authority : Sec. 512(1), 82 Stat. 347 (21
U.S.C. 360b(i)) .

§ 558.25 2-AcetyIamino-5-nitrothiazole.
(a) Specifications. Assay of not less 

than 96 percent by ultraviolet spectro
photometry.

(b ) Approvals. (1) Premix 10 percent 
granted to Sponsor No. 010042 in § 510.- 
600(c) of this chapter.

(c) Related tolerances in edible prod
ucts. See § 556.20 of this chapter.

(d) Conditions of use. It  is used in 
turkey feed as follows:

(1) Amount per ton. 136.2 grams 
(0.015 percent).

(1) Indications for use. Aid in preven
tion of blackhead (histomoniasis).

(ii) Limitations. Administer continu
ously starting 1 to 2 weeks before out
breaks usually occur; discontinue use 7 
days before slaughter; use eggs from 
medicated birds for hatching purposes 
only.

(2) Amount per ton. 454 grams (0.05 
percent).

(1) Indications for use. Aid in control 
of blackhead (histomoniasis).

(ii) Limitations. Administer for 2 
weeks at first sign of outbreaks; discon
tinue use 7 days before slaughter; use 
eggs from medicated birds for hatching 
purposes only.
§ 558.35 Aklomide.

(a) Chemical name. 2-Chloro-4-nitro- 
benzamide.

(b) Specifications. (1) Minimum melt
ing point 170° C.

(2) Moisture content not to exceed 1 
percent.

(3) Purity not less than 98 percent on 
anhydrous basis.

(c) Approvals. The following premix 
levels have been granted; for sponsor 
No. 017210 in § 510.600(c) of this 
chapter.

(1) 50 percent aklomide.
(2) 20 percent sulfanitran and 25 per

cent aklomide.
(3) 25 percent aklomide, 20 percent 

sulfanitran, and 5 percent roxarsone.
(4) 50 percent aklomide and 10 per

cent roxarsone.
(d) Assay limits. Finished feed must 

contain 85 to 120 percent of labeled 
amount of the drug.

(e) Special considerations. Maximum 
level permitted in medicated concentrate 
is 0.1 percent of aklomide.

(f) Related tolerances. See § 556.30 of 
this chapter.

(g) Conditions of use. It  is used in 
feed for chickens as follows;

(1) Amount per ton. Aklomide, 227 
grams (0.025 percent). .

(1) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
E. tenella and E. necatrix.

(ii) Limitations. Not to be fed to birds 
laying eggs for human consumption.

(2) Amount per ton. Aklomide, 227 
grams (0.025 percent) combined with 
sulfanitran, 181.6 grams (0.02 percent).

(i) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
E. tenella, E. necatrix, and E. acervulina.
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(ii) Limitations. Not to be fed to lay
ing chickens; withdraw 5 days before 
slaughter.

(3) Amount per ton. Aklomide, 227 
grams (0.025 percent) combined with 
sulfanitran, 181.6 grams (0.02 percent) 
+  roxarsone, 22.7-45.4 grams (0.0025- 
0.005 percent).

(i) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
E. tenella, E. necatrix, and E. acervulina; 
growth promotion and feed efficiency; 
improving pigmentation.

(ii) Limitations. Not to be fed to lay
ing chickens; withdraw 5 days before 
slaughter; as sole source of organic ar
senic; chickens should have access to 
drinking water at all times.

(4) Amount per ton. Aklomide, 227 
grams (0.025 percent) combined with 
roxarsone, 22.7-45.4 grams (0.0025- 
0.005 percent).

(i) Indications for use. As an aid in the 
prevention of coccidiosis caused by E. 
tenella, and E. necatrix; growth promo
tion and feed efficiency; improving pig
mentation.

(ii) Limitations. Not to be fed to birds 
laying eggs for human consumption; 
withdraw 5 days before slaughter; as sole 
source of organic arsenic; chickens 
should have access to drinking water at 
all times.

(5) Amount per ton. Aklomide, 227 
grams (0.025 percent) plus sulfanitran,
181.6 grams (0.02 percent) combined 
with bacitracin, 4-50 grams.

(i) Indications for use. Growth promo
tion and feed efficiency; as an aid in 
the prevention of coccidiosis caused by 
E. tenella, E. necatrix, and E. acervulina.

(ii) Limitations. Not to be fed to lay
ing chickens; withdraw 5 days before 
slaughter; as zinc bacitracin.

(6) Amount per ton. Aklomide, 227 
grams (0.025 percent) plus sulfanitran,
181.6 grams (0.02 percent) combined 
with chlortetracycline (as chlortetracy- 
cline hydrdchloride), 10-50 grams.

(i) Indications for use. Growth pro
motion and feed efficiency; as an aid in 
the prevention of coccidiosis caused by 
E. tenella, E. necatrix, and E. acervulina.

(ii) Limitations. Not to be fed to lay
ing chickens; withdraw 5 days before 
slaughter; as chlortetracycline hydro
chloride.

(7) Amount per ton. Aklomide, 227 
grams (0.025 percent) plus sulfanitran,
181.6 grams (0.02 percent) plus penicil
lin-streptomycin, 14.4-50 grams (a com
bination containing 16.7 percent penicil
lin) .

(i) Indications for use. Growth pro
motion and feed efficiency; as an aid in 
the prevention of coccidiosis caused by E. 
tenella and E. necatrix.

(ii) Limitations. Not to be fed to lay
ing chickens; withdraw 5 days before 
slaughter; as procaine penicillin; as 
streptomycin sulfate.

(8) Amount per ton. Aklomide, 227 
grams (0.025 percent) plus sulfanitran,
181.6 grams (0.02 percent) plus oxytetra- 
cycline, 10-50 grams.

(i) Indications for use. Growth promo
tion and feed efficiency; as an aid in the

prevention of coccidiosis caused by E. 
tenella, E. necatrix, and E. acervulina.

(ii) Limitations. Not to be fed to lay
ing chickens; withdraw 5 days before 
slaughter; as monoalkyl (Cs-Cis) tri- 
methylammonium oxytetracycline.
§ 558.45 Ammonium chloride, feed 

grade.
(a) Chemical name. Ammonium 

chloride.
(b) Specifications. The ammonium 

chloride conforms to the following:
(1) Assay after drying: 99 percent 

minimum.
(2) Sodium chloride: 0.6 percent 

maximum.
(3) Loss on drying: 0.5 percent 

maximum.
(4) Arsenic (as A s ): 3 parts per mil

lion maximum.
(5) Heavy metals (as P b ): 10 parts per 

million maximum.
(c) Approvals. Premix level of 99 per

cent has been granted; for sponsors see 
Nos. 011462 and 000018 in § 510.600(c) 
of this chapter.

(d) Assay limits. Finished feed must 
contain not less than 85 percent nor more 
than 115 percent of labeled amount.

(e) Special considerations. Maximum 
level permitted in medicated concentrate 
is 8 percent for administration to cattle 
and 6 percent for administration to 
sheep.

( f ) Conditions of use. It  is used in 
feed for cattle and sheep as follows:

(1) Amount per day. 21.3-35.5 grams 
(0.75-1.25 oz.) per head.

(1) Indications for use. Reduction of 
the incidence of urinary calculi.

(ii) Limitations. For range cattle.
(2) Amount per day. 28.4-42.5 grams 

(1.0—1.5 oz.) per head.
(i) Indications for use. Reduction of 

the incidence of urinary calculi.
(ii) Limitations. For fattening cattle.
(3) Amount per day. 7.1 grams (0.25 

oz.) per head.
(i) Indications for use. Reduction of 

the incidence of urinary calculi.
(ii) Limitations. For sheep.

§ 558.55 Amprolium.
(a) Chemical name. l-(4-Amino-2-n- 

propyl - 5 - pyrimidinylmethyl)-2-pico- 
linium chloride hydrochloride.

(b) Approvals. Premix level 25 percent 
granted to No. 000006 in § 510.600(c) of 
this chapter.

(c) Assay limits. Finished feed 80-120 
percent of labeled amount.

(d) [Reserved!.
(e) Related tolerances. See § 556.50 of 

this chapter.
Xf) Conditions of use. It  is used in feed 

for calves as follows:
(1) Amount. 227 milligrams per 100 lb. 

(5 milligrams per kilogram) body weight 
per day.

(i) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
Eimeria bovis and E. zurnii.

(ii) Limitations. Administer from a 
supplement containing from 0.05 to 0.5 
percent amprolium with the usual 
amount of feed consumed in one day; 
feed for 21 days during periods of ex
posure or when experience indicates
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that coccidiosis is likely to be a hazard; 
withdraw 24 hours before slaughter; as 
sole source of amprolium.

(2) Amount. 454 milligrams per 100 lb. 
(10 milligrams per kilogram) body 
weight per day.

(i) Indications for use. As an aid in 
the treatment of coccidiosis caused by 
Eimeria bovis and E. zumii.

(ii) Limitations. Administer from a 
supplement containing from 0.05 to 0.5 
percent amprolium with the usual 
amount of feed consumed in one day; 
feed for 5 days; for a satisfactory diag
nosis, a microscopic examination of the 
feces should be done by a veterinarian 
or diagnostic laboratory before treat
ment; when treating outbreaks, the drug 
should be administered promptly after 
diagnosis is determined; withdraw 24 
hours before slaughter; as sole source of 
amprolium.
§ 558.95 Bambermycins.

(a) Specifications. Bambermycins are 
the dried fermentation residues produced 
by the fermentation of Streptomyces 
bambergiensis, Streptomyces ghanaensis, 
Streptomyces ederensis, Streptomyces 
geysiriensis, and mutants and variants of 
these organisms.

(b) Approvals. Premix level of 2 grams 
of bambermycin activity per pound of 
premix has been granted; for sponsor 
see No. 000039 in § 510.600(c) of this 
chapter.

(c) Assay limits. Premix must contain 
not less than 90 percent nor more than 
110 percent of labeled amount of bam
bermycin activity. Finished feed must 
contain not less than 70 percent nor more 
than 130 percent of the labeled amount 
of bambermycin activity.

(d) Related tolerances. See § 556.380 
of this chapter.

(e) Conditions of use. It is used in feed 
for broiler chickens as follows;

(1) Amount per ton. 1 to 2 grams.
(2) Indications for use. For increased 

rate of weight gain and improved feed ef
ficiency.

(3) Limitations. Feed continuously as 
the sole ration.
§ 558.105 Buquinolate.

(a) Chemical name. Ethyl 4-hydroxy- 
6,7-diisobutoxy-3-quinolinecarboxylate.

Ob) Approvals. Premix levels of 16.5 
and 22 percent have been granted; for 
sponsor see No. 000947 in § 510.600(c) 
of this chapter.

(c) Assay limits. Finished feed not less 
than 80 percent nor more than 120 per
cent of the labeled amount.

(d) Special considerations. Maximum 
level permitted in medicated feed: 0.011 
percent (100 grams per ton). Do not use 
in feeds containing bentonite.

(e) Related tolerances. See § 556.90 of 
this chapter.

(f) Conditions of use. It is used in 
animal feed as follows:

(1) Broiler or fryer chickens— (i) 
Amount per ton. Buquinolate, 75 grams 
(0.00825 percent).

(a) Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. maxima, E. necatrix, E. -bru- 
netti, and E. acervulina.
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(b) Limitations. Feed continuously as 
the sole ration.

(ii) Amount per ton. Buquinolate, 75 
grams (0.00825 percent) plus arsanilic 
acid, 90 grams (0.01 percent).

(a )  Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. maxima, E. necatrix, E. bru- 
netti, and E. acervulina; growth promo
tion and feed efficiency; improving pig
mentation.

(b) Limitations. Feed continuously as 
the sole ration; withdraw 5 days before 
slaughter; as sole source of organic 
arsenic.

(ill) Amount per ton. Buquinolate, 75 
grams (0.00825 percent) plus roxarsone, 
22.7-45.4 grams (0.0025-0.005 percent).

(a )  Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. maxima, E. necatrix, E. bru- 
netti, and E. acervulina; growth promo
tion and feed efficiency; improving 
pigmentation.

(b) Limitations. Feed continuously as 
the. sole ration; withdraw 5 days before 
slaughter; as sole source of organic 
arsenic.

(iv) Amount per ton. Buquinolate, 75 
grams (0.00825 percent) plus penicillin,
2.4-50 grams.

(a )  Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. maxima, E. necatrix, E. 
brunetti, and E. acervulina; growth pro
motion and feed efficiency.

(b) Limitations. Feed continuously as 
the sole ration; as procaine penicillin.

(v) Amount per ton. Buquinolate, 75 
grams (0.00825 percent) plus bacitracin,
4-50 grams.

(a )  Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. maxima, E. necatrix, E. 
brunetti, and E. acervulina; growth pro
motion and feed efficiency.

(b) Limitations. Feed continuously as 
the sole ration; as zinc bacitracin or 
bacitracin methylene disalicylate.

(vi) Amount per ton. Buquinolate, 75 
grams (0.00825 percent.) plus penicillin +  
bacitracin, 3.6-50 grams.

(a )  Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. maxima, E. necatrix, E. 
brunetti, and E. acervulina; growth pro
motion and feed efficiency.

(b) Limitations. Feed continuously as 
the sole ration; not less than 0.6 gram 
of penicillin nor less than 3 grams of 
bacitracin; as procaine penicillin plus 
zinc bacitracin or bacitracin methylene 
disalicylate.

(vii) Amount per ton. Buquinolate, 75 
grams (0;00825 percent) plus chlortetra- 
cycline, 200 grams.

(a) Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. maxima, E. necatrix, E. 
brunetti, and E. acervulina; treatment of 
chronic respiratory disease (air-sac in
fection), blue comb (nonspecific enteri
tis) prevention of synovitis.

(b) Limitations. In low fcalcium feed 
containing 0.8 percent dietary calcium 
and 1 percent to 1.5 percent sodium sul
fate; to be fed continuously for not more 
than the first 21 days of life.
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(viii) Amount per ton. Buquinolate, 75 
grams (0.00825 percent) plus lincomycin, 
2-4 grams.

(a) Indications for use. For increase 
in rate of weight gain and improved feed 
efficiency; as an aid in the prevention 
of coccidiosis caused E. tenella, E. max
ima, E. necatrix, E. brunetti, E. acervu
lina.

(b) Limitations. For floor raised broil
er and fryer chickens; feed continuously 
as the sole ration.

(ix) Amount per ton. Buquinolate, 75- 
100 grams (0.00825-0.011 percent) plus 
roxarsone, 22.7-34.0 grams (0.0025- 
0.00375. percent).

(a ) Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. maxima, E. necatrix, E. 
brunetti, and E. acervulina; growth pro
motion and feed efficiency; improving 
pigmentation.

(b) Limitations. Feed continuously as 
the sole ration; withdrawn 5 days before 
slaughter; as sole source of organic 
arsenic; as roxarsone provided by spon
sor No. 017210, see § 510.600(c) of this 
chapter.

(x) Amount per ton. Buquinolate, 100 
grams (0.011 percent) plus bacitracin, 4- 
15 grams.

(a ) Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. maxima, E. necatrix, E. 
brunetti, and E. acervulina; increased 
rate of weight gain.

(b) Limitations. Feed continuously as 
the sole ration; as bacitracin methylene 
disalicylate provided by sponsor No. 
000794, in § 510.600(c) of this chapter.

(xi) Amount per ton. Buquinolate, 100 
grams (0.011 percent) combined with 
bacitracin, 19-35 grams.

(a ) Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. maxima, E. necatrix, E. bru
netti, and E. acervulina; increased rate 
of weight gain and improved feed 
efficiency.

(b) Limitations. For floor raised broil
er or fryer chickens, feed continuously as 
the sole ration; as zinc bacitracin pro
vided by sponsor No. 012769 in § 510.600
(c) of this chapter.

(2) Broiler, fryer, roaster or replace
ment chickens— (i) Amount per ton. 
75-100 grams (0.00825-0.011 percent).

(ii) Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. maxima, E. necatrix, E. bru
netti, and E. acervulina.

(iii) Limitations. Feed continuously as 
the sole ration; do not administer over 
75 grams per ton (0.00825 percent) to 
replacement chickens over 20 weeks of 
age.

(3) Laying or breeding chickens— (i) 
Amount per t,on. 75 grams (0.00825 per
cent) .

(ii) Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. maxima, E. necatrix, E. bru
netti, and E. acervulina.

(iii) Limitations. Feed to caged layers 
for 2 weeks following caging; feed con
tinuously to layers and breeders kept on 
floors while in production or until 
marketed.
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§ 558.115 Carbadox.
(a) Chemical name. Methyl 3-(2- 

quinoxalinylmethylene) carbazate-2V\ N4- 
dioxide.

(b) Approvals. Premix level contain
ing 2.2 percent (10 grams per pound) of 
carbadox has been granted; for sponsor, 
see No. 000069 in § 510.600(c) of this 
chapter.

(c) Assay limits. Finished feed not 
less than 75 percent nor more than 125 
percent of labeled amount.

(d) Related tolerances. See § 556.100 
of this chapter.

(e) Special considerations. (1) Fin
ished feeds processed from feed supple
ments that contain up to 0.055 percent of 
carbadox and that comply with the pro
visions of both this paragraph and para
graph (f) of this section are exempted 
from the requirements of section 512 (m) 
of the act.

(2) Do not use in feeds containing 
bentonite.

(f) Conditions of use. It  is used in feed 
for swine as follows:

(1) Amount per ton. 10-25 grams 
(0.0011-0.00275 percent).

(1) Indications for use. For increase 
in rate of weight gain and improvement 
of feed efficiency.

(ii) Limitations. Do not feed to swine 
weighing more than 75 pounds body 
weight; do not feed to swine within 10 
weeks of slaughter; do not use in com
plete feeds containing less than 15 per
cent crude protein.

(2) Amount per ton. 50 grams (0.0055 
percent).

(1) Indications for use. For control of 
swine dysentery (vibrionic dysentery, 
bloody scours, or hemorrhagic dysen
tery) ; control of bacterial swine enteritis 
(salmonellosis or necrotic enteritis 
caused by Salmonella choleraesuis) ; in
crease rate of weight gain and improve 
feed efficiency.

(ii) Limitations. Do not feed to swine 
weighing more than 75 pounds body 
weight; do not feed to swine within 10 
weeks of slaughter; do not use in com
plete feeds containing less than 15 per
cent crude protein.
§ 558.145 Chlortetracycline, procaine 

penicillin, and sulfamethazine.
(a )  Specifications. (1 ) C h lo r te t r a 

c y c lin e  is  th e  a n tib io t ic  su b sta n ce  p ro 
d u ced  b y  g ro w th  o f Streptomyces aureo- 
faciens o r th e  sa m e  a n tib io t ic  su b sta n ce  
produded b y  a n y  o th e r  m e a n s  a n d , fo r  th e  
p u rp o se  o f th is  se ct io n , re fe rs  to C h lo r
te t ra c y c lin e  o r feed  g ra d e  C h lo rte t ra 
c y c lin e  a s  th e  sp ec ifie d  sa lt .

(2) Procaine penicillin is the procaine 
salt of the antibiotic substance produced 
by the growth of Pénicillium notatum or 
Pénicillium chrysogenum or the same 
antibiotic substance produced by any 
other means and, for the purposes of this 
section, refers to procaine penicillin or 
feed grade procaine penicillin.

(3) Sulfamethazine is the chemical N '- 
(4,6-Dimethyl-2-pyrimidinyl) sulfanil
amide.

(4) The antibiotic activities authorized 
are expressed in this section in terms of

the weight of the appropriate antibiotic 
standards.

(5 ) Finished feed contains in each ton, 
100 gram s of Chlortetracycline, 50 gram s  
of penicillin as procaine penicillin, and  
100 gram s of sulfamethazine.

(b ) Approvals. Prem ix level of 20 
gram s of Chlortetracycline per pound, 
4.4 percent of sulfamethazine, and pro 
caine penicillin equivalent in activity to 
10 gram s o f penicillin per pound has 
been granted; fo r sponsor see Nos. 000196 
and 010042 in § 510.600(c) o f this chap
ter.

(c ) Assay limits. Finished feed must 
contain not less than 70 percent nor 
m ore than 130 percent o f labeled amount 
o f Chlortetracycline and procaine peni
cillin and  not less than  80 percent nor 
more than 120 percent o f labeled  
am ount o f sulfamethazine.

(d) Special considerations. Finished 
feeds conforming to the requirements' of 
this section are not required to comply 
with the provisions of section 512(m) 
of the Federal Food, Drug, and Cosmetic 
Act.

(e) Related tolerances. See §§ 556.150, 
556.510, and 556.670 of this chapter.

(f) Conditions of use. (1) It  is ad
ministered to swine in a complete feed 
for reduction of the incidence of cervical 
abscesses; treatment of bacterial swine 
enteritis (salmonellosis or necrotic en
teritis caused by Salmonella choleraesuis 
and vibrionic dysentery); prevention of 
these diseases during times of stress; 
maintenance of weight gains in the pres
ence of atrophic rhinitis; growth promo
tion and increased feed efficiency in 
swine weighing up to 75 pounds.

(2) Withdraw 7 days prior to slaugh
ter.
§ 558.155 Chlortetracycline, procaine 

penicillin, and sulfathiazole.
(a )  Specifications. (1 ) Chlortetracy

cline is the antibiotic substance produced  
by growth o f Streptomyces aureofaciens 
or the same antibiotic substance p ro 
duced by any other means and, fo r the 
purpose of this section, refers to Chlor
tetracycline or feed grade Chlortetracy
cline as the specified salt.

(2) Procaine penicillin is the procaine 
salt of the antibiotic substance produced 
by the growth of Penicillium notatum or 
Penicillium chrysogenum or the same 
antibiotic substance produced by any

other means and, for the purposes of this 
section, refers to procaine penicillin or 
feed-grade procaine penicillin.

(3) Sulfathiazole is the chemical N '-2 - 
thiazolyl-sulfanilamide.

(4) The antibiotic activities author
ized are expressed in this section in “ 
terms of the weight of the appropriate 
antibiotic standards.

(b) Approvals. (1) Premix level of 20 
grams of Chlortetracycline hydrochloride 
per pound, 20 grams of sulfathiazole per 
pound, and procaine penicillin equivalent 
in activity to 10 grams of penicillin per 
pound has been granted; for sponsor see 
No. 025001 in § 510.600(c) of this chapter.

(2) Premix level of 40 grams of Chlor
tetracycline hydrochloride, 40 grams of 
sulfathiazole, and procaine penicillin 
equivalent to 20 grams of penicillin per 
pound has been granted to No. 025001 
in § 510.600(c) of this chapter.

(c) Assay limits. Finished feed must 
contain not less than 70 percent nor 
more than 130 percent of labeled amount 
of Chlortetracycline and procaine pen
icillin and not less than 80 percent nor 
more than 120 percent of labeled amount 
of sulfathiazole.

(d) Special considerations. Finished 
feeds conforming to the ftquirements of 
this section are exempt from the pro
visions of section 512 (m) of the Federal 
Food, Drug, and Cosmetic Act.

(e) Related tolerances. See §§ 556.150, 
556.510, and 556.690 of this chapter.

(f) Conditions of use. It is used in 
feed for swine as follows;

(1) Amount per ton. Chlortetra
cycline, 100 grams plus penicillin, 50 
grams plus sulfathiazole, 100 grams.

(2) Indications for use. For increased 
rate of weight gain and improved feed 
efficiency in animals up to 6 weeks post- 
weaning. For increased rate of weight 
gain in animals from 6 to 16 weeks post- 
weaning. Maintenance of weight gains 
in the presence of atrophic rhinitis; 
reduction of the incidence of cervical 
abscesses; treatment of bacterial swine 
enteritis (salmonellosis or necrotic en
teritis caused by Salmonella cholera
esuis and vibrionic dysentery).

(3) Limitations. For swine raised in 
confinement (dry-lot) or on limited pas
ture; withdraw 7 days prior to slaughter; 
as procaine penicillin and Chlortetra
cycline hydrochloride, as follows:

M inim um  am oun t of,m edicated ration  w hich  th e  anim’al should consum e

A pproxim ate M inim um
T y p e  of feed body w eight | desired daily

in pounds 1 feed in tak e
in pounds

P restarter (up to  6 w eeks postw eaning). 20 1
S tarter (up to 6 w eeks postweaning) — 50 ‘ VA
Grow er (6-46 w eeks p ostw eaning)......... : 80 2
Fin ish er (6-16 w eeks postw eaning).......... 150 3

§ 558.175 OopidoL
(a) * Chemical name. 3,5-Dichloro-2,

6-dimethyl-4-pyridinol.
(b) Approvals. (1) Premix level of 

clopidol 25 percent granted to No. 025700 
in § 510.600(c) of this chapter.

(2) Premix level 0.0345 percent clo
pidol with or without 0.0138 percent 
roxarsone granted to No. 012286 as 
identified in § 510.600(c) of this chapter.

(3) Premix levels, combinations of 
clopidol 25 percent, roxarsone 10 percent,
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and bacitracin methylene disalicylate, 4, 
10, 15 or 25 grams per pound, granted to 
No. 025700 in § 510.600(c) of this chapter.

(c) Assay limits. Finished feed not less 
than 80 percent nor more than 120 per
cent of the labeled amount of clopidol.

(d) Reflated tolerances. See § 556.160 
of this chapter.

(e) Conditions of use. It is used in 
complete feed for animals as follows:

(1) Broiler chickens— (i) Amount per 
ton. Clopidol 113.5 grams (0.0125 per
cent) .

(a) Indications for use. Aid in the pre
vention of coccidiosis caused by E. te- 
nella, E. necatrix, E. acervulina, E. max
ima, E. brunetti, and E. mivati.

(b) Limitations. Do not feed to 
chickens over 16 weeks of age.

(ii) Amount per ton. Clopidol, 113.5 
grams (0.0125 percent) plus 3-nitro-4- 
hydroxyphenylarsonic acid, 45.4 grams 
(0.005 percent).

(a) Indications for use. Aid in the 
prevention of coccidiosis caused by E. te- 
nella, E. necatrix, E. acervulina, E. max
ima, E. brunetti, and E. mivati; growth 
promotion and feed efficiency; improved 
pigmentation.

(b) Limitations. Do not feed to 
chickens over 16 weeks of age; withdraw 
5 days before slaughter; as sole source 
of organic arsenic.

(iii) Amount per ton. Clopidol, 113.5 
grams (0.0125 percent) plus 3-nitro-4- 
hydroxyphenylarsonic acid, 45.4 grams 
(0.005 percent) plus bacitracin, 4-25 
grams.

(a) Indications for use. Add in the 
prevention of coccidiosis caused by ,E. 
tenella, E. necatrix, E. acervulina, E. 
maxima, E. brunetti, and E. mivati; 
growth promotion and feed efficiency; 
improved pigmentation; increased rate 
of weight gain.

(b) Limitations. Do not feed to chick
ens over 16 weeks of age; withdraw 5 
days before slaughter; as sole source of 
organic arsenic; as bacitracin methylene 
disalicylate, provided by No. 000794 in 
§ 510.600(c) of this chapter; or as zinc 
bacitracin provided by No. 012769 in 
§ 510.600(c) of this chapter.

(2) Broiler chickens and replacement 
chickens— (i) Amount per ton. Clopidol,
113.5 or 227 grams (0.125 or 0.025 per
cent) .

(ii) Indications for use. Aid in the pre
vention of coccidiosis caused by E. ten
ella, E. necatrix, E. acervulina, E. maxi
ma, E. brunetti, and E. mivati.

(iii) Limitations. Feed up to 16 weeks 
of age if intended for use as caged lay
ers; feed continuously as the sole ration; 
withdraw 5 days before slaughter if 
given at the level of 0.025 percent in 
feed or reduce level to 0.0125 percent 5 
days before slaughter.

(3) Floor-raised broiler chickens— (i) 
Amount per ton. Clopidol, 113.5 grams 
(0.0125 percent) plus lincomycin, 2-4 
grams.

(ii) Indications for use. Aid in the 
prevention of coccidiosis caused by E. 
tenella, E. necatrix, E. acervulina, E. 
maxima, E. brunetti, and E. mivati; in
crease in rate o f weight gain and im
proved feed efficiency.
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(iii) Limitations. As lincomycin hy
drochloride monohydrate; do not feed to 
chickens over 16 weeks of age.

<4) Replacement chickens— (i) 
Amount per ton. Clopidol 113.5 grams 
(0.0125 percent).

(a) Indications for use. Aid in the 
prevention of coccidiosis caused by E. 
tenella, E. necatrix, E. acervulina, E. 
maxima, E. brunetti, and E. mivati.

(b) Limitations. For replacement 
chickens intended for use as caged 
layers; do not feed to chickens over 16 
weeks of age.

(ii) Amount per ton. Clopidol 113.5 
grams (0.0125 percent) plus 3-nitro-4- 
hydroxyphenylarsonic acid 45.4 grams 
(0.005 percent).
. (a) Indications for use. Aid in the 

prevention of coccidiosis caused by E. 
tenella, E. necatrix, E. acervulina, E. 
maxima, E. brunetti, and E. mivati; 
grpwth promotion and feed efficiency; 
improving pigmentation.

(b) Limitations. For replacement 
chickens intended for use as caged 
layers; do not feed to chickens over 16 
weeks of age; withdraw 5 days before 
slaughter; as sole source of organic 
arsenic.

(5) Turkeys— (i) Amount per ton. 
Clopidol 113.5 or 227 grams (0.0125 or 
0.025 percent).

(ii) Indications for use. Aid in the 
prevention of leucocytozoonosis caused 
by Leucocytozoon smithi.

(iii) Limitations. For turkeys grown 
for meat purposes only; to be admin
istered continuously in feed at 0.0125 or 
0.025 percent clopidol as the sole ration 
depending upon management practices, 
degree of exposure, and amount of feed 
eaten; withdraw medication 5 days be
fore slaughter.
§ 558.185 Coumaphos.

(a) Chemical name. 0,0-Diethyl 0-3- 
chloro - 4 - methyl - 2 - oxo - 2H - 1 - 
benzopyran-7-yl-phosphorothioate.

(b) Approvals. (1) Premix levels 1.12,
2.0, 11.2, and 50 percent have been 
granted; for sponsor see No. 000859 in 
§ 510.600(c) of this chapter.

(2) Premix levels 1.12 and 11.2 percent 
have been granted for use in accordance 
with item 2 of the table; for sponsor see 
No. 017800 in § 510.600(c) of this chap
ter.

(c) Assay limits. Finished feed must 
contain not less than 80 percent nor 
more than 120 percent of the labeled 
amount of the drug.

(d) Special considerations. Adequate 
directions and warnings for use must be 
given and shall include a statement that 
coumaphos is a cholinesterase inhibitor 
and that animals being treated with 
coumaphos should not be exposed during 
or within a few days before or after 
treatment to any other cholinesterase in
hibiting drugs, insecticides, pesticides, or 
chemicals.

(e) Related tolerances. See 40 CFR 
180.189.

( f ) Conditions of use. It is used in ani
mal feeds as follows;

(1) Beef and dairy cattle—  (i) Amount. 
Coumaphos 0.00012 lb. (0.054 gram) per 
100 lb. body weight per day.
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(a) Indications for use. As an aid in 
the reduction of fecal breeding flies 
through control of fly larvae.

(b) Limitations. Feed for the duration 
of fly season in a complete feed contain
ing 0.0033 percent or in a feed supple
ment containing not over 0.0066 percent 
coumaphos; do not feed to animals less 
than 3 months old; not for use in pel
leted feeds.

(ii) Amount. Coumaphos, 0.002 lb. 
(0.091 gram) per 100 lb. body weight per 
day.

(a) Indications for use. Control of 
gastrointestinal roundworms (Haemon- 
chus spp., Ostertagia spp., Cooperia spp., 
Nematodirus spp., Trichostrongylus 
spp.).

(b) Limitations. Feed 0.0002 lb. (0.091 
gram) per 100 lb. body weight per day for 
6 consecutive days in the normal grain 
ration to which the animals are accus
tomed but not in rations containing more 
than 0.1 percent coumaphos; do not feed 
to animals less than 3 months old; do 
not feed to sick animals or animals un
der stress, such as those just shipped, 
dehorned, castrated, or weaned within 
the last 3 weeks; do not feed in conjunc
tion with oral drenches or with feeds 
containing phenothiazine. Should con
ditions warrant, repeat treatment at 30- 
day intervals.

(2) Laying chickens— (i) Amount. 
Coumaphos 27.2 grams per ton (0.003 
percent).

(ii) Indications for use. For control of 
capillary worm (Capillaria obsignata) 
and as an aid in control of common 
round worm (Ascaridia galli) and cecal 
worm (Heterakis gallinae).

(iii) Limitations. In complete feed; 
administer continuously as the total 
feed ration for 14 days; when reinfec
tion occurs, treatment may be repeated 
but not sooner than 3 weeks after the 
end of the previous treatment; do not 
feed to chickens within 10 days of vac
cination or other conditions of stress; 
treatment of colored breeds of commer
cial layers should be avoided while in 
production since these breeds appear to 
be more sensitive to coumaphos than 
white breeds; as sole medication; medi
cations in general should be avoided 
while birds are approaching peak pro
duction; such interruption of normal 
feeding practices may upset the flock 
and lower egg production; diagnosis by 
competent personnel is essential; flock 
condition and production records should 
be carefully evaluated prior to treat
ment.

(3) Replacement pullets— (i) Amount. 
Coumaphos 36.3 grams per ton (0.004 
percent).

(ii) Indications for use. For control 
of capillary worm (Capillaria obsignata) 
and as an aid in control of common 
roundworm (.Ascaridia galli) and cecal 
worm (Heterakis gallinae).

(iii) Limitations. In complete feed; 
administer before the onset of produc
tion; diagnosis by competent personnel 
is essential; administer continuously as 
total feed ration for from 10 to 14 days; 
do not feed to chickens under 8 weeks 
of age nor within 10 days of vaccina
tion or other conditions of stress; if
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birds are maintained on contaminated 
litter or exposed to infected birds, a 
second 10 to 14 day treatment is recom
mended but not sooner than 3 weeks 
after the end of the previous treatment; 
as sole medication; if reinfection occurs 
after production begins* repeat treat
ment as recommended for laying flocks.
§ 558.195 Decoquinate.

(a) Chemical name. Ethyl 6-(decyl- 
oxy)-7-ethoxy- 4 -hydroxy- 3 -quino
line- carboxylate (C24H35NO5) .

(b) Specifications. Assay—not less 
than 98 percent by ultraviolet spectro
photometry; melting-point range—242°- 
245° C.

(c) Approvals. (1) Premix level 6 per
cent granted to No. 011801 in § 510.600
(c) of this chapter.

(2) Premix level 0.00828 percent 
granted to No. 012286 in § 510.600(c) of 
this chapter.

(d) Assay limits. Finished feed not less 
than 80 percent nor more than 120 per
cent of labeled amount.

(e) Related tolerances in edible prod
ucts. See § 556.170 of this chapter.

(f) Special considerations. Bentonite 
should not be used in decoquinate feeds.

(g) Conditions of use. It  is used in 
feed for broiler chickens as follows:

(1) Amount per ton. Decoquinate, 27.2 
grams (0.003 percent).

(1) Indications for use. As an aid in the 
prevention of coccidiosis caused by E. 
tenella, E. necatrix, E. mivati, E. acer- 
vulina, E. maxima, and E. brunetti.

(ii) Limitations. Do not feed to laying 
chickens.

(2) Amount per ton. Decoquinate,
27.2 grams (0.003 percent) plus 3 -nitro- 
4-hydroxyphenlyarsonic acid, 45.4 grams 
(0.005 percent).

(i) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
E. tenella, E. necatrix, E. mivati, E. acer- 
vulina, E. maxima, and E. brunetti; 
growth promotion and feed efficiency: 
improving pigmentation.

(ii) Limitations. Do not feed to laying 
chickens; withdraw 5 days before 
slaughter, as sole source of organic ar
senic.

(3) Amount per ton. Decoquinate, 27.2 
grams (0.003 percent) plus bacitracin, 
10-50 grams.

(i) Indications for use. For increased 
rate of weight gain and improved feed 
efficiency; as an aid in the prevention of 
coccidiosis caused by E. tenella, E. neca
trix, E. mivati, E. acervulina, E. maxima, 
and E. brunetti.

(ii) Limitations. Do not feed to laying 
chickens; feed as sole ration; as zinc 
bacitracin provided by No. 012769 in 
§ 510.600(c) of this chapter.

(4) Amount per ton. Decoquinate, 27.2 
grams (0.003 percent) plus chlortetra- 
cycline, 200 grams.

(i) Indications for use. As an aid in the 
prevention of coccidiosis caused by E. 
tenella, E. necatrix, E. acervulina, E. 
mivati, E. maxima, and E. brunetti; for 
the treatment of chronic respiratory 
disease (air sac infection), prevention of 
synovitis.
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(ii) Limitations. Do not feed to laying 
chickens; in low calcium feed containing 
0.8 percent of calcium; not to be fed con
tinuously for more than 8 weeks;' as 
chlortetracycline hydrochloride provided 
by No. 010042 in § 510.600(c) of this 
chapter.

(5) Amount per ton. Decoquinate, 27.2 
grams (0.003 percent) combined with 
lincomycin, 2 grams.

(i) Indications for use. For increase 
in rate of weight gain, improved feed 
efficiency, and as an aid in the preven
tion of coccidiosis caused by E. tenella, 
E. necatrix, E. acervulina, E. maxima, E. 
mivati, and E. brunetti.

(ii) Limitations. For floor raised 
broiler chickens; do not feed to laying 
chickens; to be fed as the sole ration; as 
lincomycin hydrochloride monohydrate 
provided by No. 000009 in § 510.600(c) 
of this chapter.

(6) Amount per ton. Decoquinate, 27.2 
grams (0.003 percent) plus 3-nitro-4- 
hydroxyphenylarsonic acid, 11-45 grams 
(0.0012-0.005 percent) plus bacitracin, 
12-50 grams.

(1) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
E. tenella, E. necatrix, E. acervulina, E. 
mivati, E. maxima, and E. brunetti; and 
for increased rate of weight gain and 
improved feed efficiency.

(ii) Limitations. Do not feed to laying 
chickens; withdraw 5 days before 
slaughter, as sole source of organic 
arsenic; as zinc bacitracin provided 
by No. 012769 in § 510.600(c) of this 
chapter; as 3 - nitro - 4 - hydroxy- 
phenylarsonic acid as provided by No. 
017210, § 510.600(c) of this chapter.
§ 558.205 Dichlorvos.

(a) Chemical name. 2,2-Dichlorovinyl 
dimethyl phosphate.

(b) Approvals. Premix level 9.6 per
cent granted to No. 011461 in 
§ 510.600(c) of this chapter.

(c) Assay limits. Finished feed must 
contain 80 to 130 percent of the labeled 
amount of dichlorvos. *

(d) Special considerations. (1) Di
chlorvos is to be included in meal or mash 
or mixed with feed in crumble form only 
after the crumble feed has been manu
factured. Do not mix in feeds to be pel
leted nor with pelleted feed. Do not soak 
the feed or administer as wet mash. Feed 
must be dry when administered. Do not 
use in animals other than swine. Do hot 
allow fowl access to feed containing this 
preparation or to feces from treated 
animals.

(2) Dichlorvos is a cholinesterase in
hibitor. Do not use this product in ani
mals simultaneously or within a few days 
before or after treatment with or expo
sure to cholinesterase-inhibiting drugs, 
pesticides, or chemicals. I f  human or 
animal poisoning should occur, imme
diately consult a physician or a veteri
narian. Atropine is antidotal.

(3) Labeling for feed supplements 
must include a statement that containers 
or materials used in packaging such sup
plements are not to be reused and all 
such packaging materials must be de
stroyed after the product has been used.

(4) Finished feeds conforming to the 
requirements of this section processed 
from feed supplements containing up to 
0.768 percent of dichlorvos are not re
quired to comply with the provisions of 
section 512(m) of the Federal Food, 
Drug, and Cosmetic Act.

(e) Related tolerances, see § 556.180 
of this chapter.

( f ) Conditions of use. It is used in 
feed for swine as follows:

(1) Amount. Dichlorvos, 0.0384 per
cent.

(1) Indications for use. For the re
moval and control of mature, immature, 
and/or fourth-stage larvae of the whip
worm (Trichuris suis) ,  nodular worm 
(Oesophagostomum sp.), large round- 
worm (Ascaris suum) and the thick 
stomach worm (Ascarops strongylina) 
of the gastrointestinal tract.

(ii) Limitations. For swine up to 70 
pounds body weight, feed as sole ration 
for 2 consecutive days. For swine from 
70 pounds to market weight, feed as sole 
ration at the rate of 8.4 pounds of feed 
per head until the medicated feed has 
been consumed. For boars, open or bred 
gilts, and sows, feed as sole ration at the 
rate of 4.2 pounds per head per day for 
2 consecutive days.

(2) Amount. Dichlorvos, 0.0528 ^per
cent.

(1) Indications for use. For the re
moval and control of mature, immature, 
and/or fourth-stage larvae of the whip
worm (Trichuris suis), nodular worm 
(Oesophagostomum sp.), large round- 
worm (Ascaris suum), and the thick 
stomach worm (Ascarops strongylina) 
of the gastrointestinal tract.

(ii) Limitations. For boars, open or 
bred gilts, ►-and sows, feed as sole ration 
at the rate of 6 pounds per head for one 
feeding.
§ 558.225 Diethylstilbestrol.

(a) Chemical name. 3,4-Bis(p-hy- 
droxyphenyl) -3-hexene.

(b) Specifications. Complies with 
U.S.P. x v n .

(c) Approvals. (1) In dry premix, 
levels of 2 grams (0.44 percent) and 10 
grams (2.2 percent) of diethylstilbestrol 
per pound have been granted, and, in 
liquid premix, levels o f 20 grams (4.4 per
cent) and 40 grams (8.8 percent) of 
diethylstilbestrol per pound have been 
granted for use in manufacturing 
finished feeds within the currently ap
proved use levels of 5-20 milligrams per 
head per day; for sponsor see No. 000986 
in § 510.600(c) of this chapter.

(2) In dry premix, levels of 2 grams 
(0.44 percent), 4 grams (0.88 percent), 
and 10 grams (2.2 percent) of diethyl
stilbestrol per pound has been granted 
for use-in manufacturing finished feeds 
within currently approved use levels of
5-20 milligrams per head per day; for 
sponsor see No. 024264 in § 510.600(c) 
of this chapter.

(d) Assay limits. Finished feed con
taining below 0.00022 percent diethyl
stilbestrol must have not less than 80 
percent nor more than 120 percent of 
labeled amount. Finished feed contain
ing over 0.00022 percent diethylstilbes-
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trol must have not less than 85 percent 
nor more than 115 percent of labeled 
amount.

(e) Special considerations. Maximum 
level of diethylstilbestrol permitted in 
concentrate for cattle is 0.0044 percent.

(f) Related tolerances. See § 556.190 
of this chapter.

(g) Conditions of use. It  is used in dry 
feed for beef cattle as follows:

(1) Amount. 5 to 20 milligrams per 
head per day.

(2) Indications for use. Fattening of 
beef cattle.

(3) Limitations. Use at 5 to 20 milli
grams per head in not less than 1 pound 
of feed; withdraw 7 days before slaugh
ter; do not feed to breeding or dairy 
animals; feed not more than 10 milli
grams per head per day to animals under 
750 pounds body weight.
§ 558.305 Ipronidazole.

(a) Chemical name. 2-Isopropyl-l- 
methyl-5-nitroimidazole.

(b) Approvals. Premix level contain
ing 12.5 percent of the. drug had been 
granted; for sponsor see No. 000004 in 
§ 510.600(c) of this chapter.

(c) Assay limits. Finished feed con
taining 0.00625 percent ipronidazole not 
less than 75 percent nor more than 125 
percent of labeled amount. Finished feed 
containing 0.025 percent ipronidazole 
not less than 80 percent nor more than 
120 percent of labeled amount. Premix 
mot less than 98 percent nor more than 
115 percent of labeled amount.

(d) Related tolerances. See § 556.340 
of this chapter.

(e) Special considerations. Finished 
feed processed from feed supplements 
that contain up to 0.0625 percent iproni
dazole and that comply with the provi
sions of both this paragraph and para
graph (f) of this section is not required 
to comply with the provisions of section 
512 (m) of the Federal Food, Drug, and 
Cosmetic Act.

( f ) Conditions of use. It  is used in feed 
for turkeys as follows:

(1) Amount per ton. Ipronidazole,
56.75 grams (0.00625 percent).

(1) Indication for use. As an aid in the 
prevention of blackhead (histomoniasis). 
For increased rate of weight gain and im
proved feed efficiency.

(ii) Limitations. Withdraw 4 days be
fore slaughter. Do not feed to turkeys 
producing eggs for food.

(2) Amount per ton. Ipronidazole,
56.75 grams (0.00625 percent) plus sul- 
fadimethoxine, 56.75 grams (0.00625 per
cent) plus ormetoprim, 34.05 grams 
(0.00375 percent).

(i) Indications for use. As an aid in 
the prevention of blackhead (histomo
niasis') and coccidiosis caused by all 
Eimeria species known to be pathogenic 
to turkeys, namely, E. adenoeid.es, E. gal- 
lopavonis, and E. meleagrimitis; bacte
rial infections due to P. multocida (fowl 
cholera).

(ii) Limitations. Withdraw 4 days be
fore slaughter. Do not feed to turkeys 
producing eggs for food.

(3) Amount per ton. Ipronidazole, 227 
grams (0.025 percent).
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(i) Indications for use. For the treat
ment of blackhead (histomoniasis) in 
turkeys.

(ii) Limitations. Withdraw 4 days be
fore slaughter. Do not feed to turkeys 
producing eggs for food. Feed for 7 days 
at the 0.025 percent level. Follow treat
ment with the preventive level (0.0Q625 
percent) of ipronidazole.
§ 558.315 Levamisole hydrochloride 

(equivalent).
(a) Chemical name. (-)-2,3,5,6-Tet- 

rahydro-6-phenylimidazo [2,1-b] thia- 
zole monohydrochloride.

(b) Specifications. Assay of not less 
than 98 percent of nonaqueous titration 
with 0.11V potassium isoproproxide; 1 iso
mer minimum 95 percent pure by optical 
rotation.

(c) Approvals. Premix level 227 grams 
per pound granted to No. 010042 in 
§ 510.600(c) of this chapter.

(d) Assay limits. Finished feed 85-125 
percent of labeled amount.

(e) Related tolerances. See § 556.350 
o f  t h is 'C h a p t e r .

( f ) Conditions of use. It is used in ani
mal feed as follows:

(1) Cattle— (i) Amount per ton. 0.36-
3.6 pams (0.08-0.8 percent).

(ii) Indications for use. Treatment of 
the following gastrointestinal worms and 
lung worm infections; stomach worms 
(Haemonchus, Trichostrongylus, Oster- 
tagia), intestinal worms (.Trichostron- 
gylus Cooperia, Nematodirus, Bunosto- 
mum, Oesophagostomum), and lung- 
worms (Dictyocaulus).

(iii) Limitations. Administer medi
cated feed mixed thoroughly in one half 
the usual amount of morning feed; the 
medicated feed mix should be consumed 
within 6 hours; when medicated feed is 
consumed resume normal feeding; medi
cated feed is to be fed at the rate of 0.36 
gram of levamisole hydrochloride (equiv
alent) per 100 lb. of body weight; condi
tions of constant helminth exposure may 
require retreatment within 2 to 4 weeks 
after the first treatment; do not 
slaughter for food within 48 hours of 
treatment; consult veterinarian before 
using in severely debilitated animals; do 
not administer to dairy animals of breed
ing age; for use in pelleted or meal feeds 
only; the label shall bear the caution, 
“Muzzle foam may be observed. However, 
this reaction will disappear within a few 
hours. I f  this condition persists, a veteri
narian should be consulted. Follow rec
ommended dosage carefully.”

(2) Swine— (i) Amount per ton. 0.36 
grams (0.8 percent).

(ii) Indications for use. Treatment of 
the following nematode infections; large 
round worms (Ascaris suum), nodular 
worms (Oesophagostomum spp.), lung- 
worms (Metastrongylus spp.), intestinal 
threadworms (Strongyloides ransomi).

(iii) Limitations. It is recommended 
that regular feed be withheld overnight 
and worming feed administered the fol
lowing morning; feed 1 lb. of worming 
feed per 100 lb. of body weight of pigs to 
be treated; may be fed as sole feed or 
thoroughly mixed with 1 to 2 parts of 
regular feed prior to feeding; when medi-
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cated feed is consumed, resume normal 
feeding. Pigs maintained under condi
tions of constant worm exposure may re
quire re-treatment within 4 to 5 weeks 
after the first treatment due to reinfec
tion; do not slaughter for food within 72 
hours of treatment; the label shall bear 
the caution, “Excessive salivation or 
muzzle foam may be observed. This reac
tion is occasionally seen and will disap
pear in a short time after medication. I f  
pigs are infected with mature lungworms, 
coughing and vomiting may be observed 
soon after medicated feed is consumed. 
This reaction is due to the expulsion of 
worms from the lungs and will be over in 
several hours.”
§ 558.325 Lincomycin.

(a) Specifications. Meets the specifica
tions prescribed by § 453.30(a) (1) of this 
chapter.

(b) Approvals. Premix level of 4 grams 
per pound has been granted; for sponsor 
see No. 000009 in § 510.600(c) of this 
chapter.

(c) Assay limits. Finished feed not less 
than 80 percent nor more than 130 per
cent of labeled amount. Premix not less 
than 90 percent nor more than 115 per
cent of labeled amount.

(d) Related tolerances in edible prod
ucts. See § 556.360 of this chapter.

(e) Conditions of use. (1) It is used in 
feed for floor-raised broilers as follows:

(1) Amount per ton. 2 to 4 grams.
(ii) Indications for use. For increase 

in rate of weight gain and improved 
feed efficiency.

(iii) Limitations. As lincomycin hydro
chloride monohydrate.

(2) Lincomycin may also be used in 
combination with:

(i) Amprolium, ethopabate, and 3- 
nitro-4-hydroxyphenylarsonic acid in 
accordance with §§ 121.210 and 121.262 
of this chapter.

(ii) Amprolium and ethopabate in ac
cordance with § 121.210 of this chapter.

(iii) Clopidol in accordance with 
§ 558.175.

(iv) Buquinolate in accordance with 
§ 558.105.

(v) Decoquinate in accordance with 
§ 558.195.

(vi) Zoalene in accordance with 
§ 121.207 of this chapter.

(vii) Monensin in accordance with 
§ 558.355.

(viii) Robenidine hydrochloride in 
accordance with § 558.515.

(ix) 3 - Nitro - 4 - hydroxyphenyl- 
arsonic acid, monensin sodium in ac
cordance with § 121.262 of this chapter 
and § 558.355.
§ 558.355 Monensin.

(a) Specifications. Monensin is the 
substance produced by the fermentation 
of Streptomyces cinnamonensis or the 
same substance produced by any other 
means. It  is present as monensin or the 
sodium salt. A minimum of 90 percent of 
monensin activity is derived from 
monensin A.

(b) Approvals. Approvals for premixes 
containing the specified levels of monen
sin activity granted to firms identified by
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sponsor numbers in § 510.600(c) of this 
chapter for the conditions of use indi
cated in paragraph ( f ) of this section are 
as follows:

(1) To 000986: 44 or 45 grams per lb., 
paragraph (f )  (1) ( i ) .

(2) To 000986: 110 grams per lb., 
paragraph ( f ) (1 ) ( i ) ,  (iii), (iv) and (v) 
and (2) (i).and (ii).

(3) To 000986: 44 grams per lb. with 
18 grams per lb. of 3-nitro-4-hydroxy- 
phenylarsonic acid, 110 grams per lb. 
with 45 grams per lb. of 3-nitro-4-hy- 
droxyphenylarsonic acid, paragraph (f) 
( l ) ( i i ) .

(4) To 012286: 303.5 grams per ton, as 
monensin sodium, with .0138 percent 3- 
nitro - 4 - hydiroxyphenylarsonic acid, 
paragraph ( f ) Cl) ( i i ) .

(5) To 011904: 14.67 grams per lb., as 
monensin sodium, paragraph ( f ) (1 ) (i).

(6) To 011904: 11.786 grams per lb., as 
monensin sodium, with 1.063 percent 3- 
nitro-4-hydroxyphenylarsonic acid, 22 
grams per lb., as monensin sodium, with 
1.98 percent 3-nitro-4-hydroxyphenylar- 
sonic acid, paragraph (f) (1) ( i i ) .

(c) Assay limits. Finished feed not less 
than 75 percent nor more than 125 per
cent of labeled amount of monensiri 
activity.

(d) Special considerations. Finished 
feed containing monensin as the mycelial 
cake shall bear an expiration date of 90 
days after its date of manufacture.

(e) Related tolerances. See § 556.420 
of this chapter.

(f )  Conditions of use. I t  is used as 
follows:

(1) Broiler chickens— (i) Amount per 
ton. Monensin, 90-110 grams.

(a) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
E. necatrix, E. tenella, E. acervulina, E. 
brunetti, E. mivati, and E. maxima.

(b) Limitations. Do not feed to laying 
chickens; feed continuously as the sole 
ration; withdraw 72 hours before slaugh
ter; as monensin or monensin sodium.

(ii) Amount per ton. Monensin, 90- 
110 grams, plus 3-nitro-4-hydroxy- 
yhenylarsonic acid 45.4 grams (0.005 
percent).

(a) Indications for use. Growth 
promotion and feed efficiency, improving 
pigmentation; as an aid in the preven
tion of coccidiosis caused by E. necatrix, 
E. teneUa, E. acervulina, E. brunetti, E. 
mivati and E. maxima.

(b) Limitations. Do not feed to laying 
chickens; feed continuously as the sole 
ration; withdraw 5 days before slaugh
ter; as sole source of organic arsenic; 
as monensin or monensin sodium.

(iii) Amount per ton. Monensin, 90-110 
grams plus bacitracin, 5-10 grams.

(a) Indications for use. For increased 
rate of weight gain and improved feed 
efficiency; as an aid in the prevention of 
coccidiosis caused by E. necatrix, E. 
tenella, E. acervulina, E. brunetti, E. 
mivati, and E. maxima.

(b) Limitations. Do not feed to laying 
chickens; feed continuously as sole ra
tion; withdraw 72 hours before slaugh
ter; as bacitracin methylene disalicy
late provided by No. 000794 in § 510.600
(c) of this chapter; as monensin sodium.
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(iv) Amount per ton. Monensin, 90- 
110 grams plus bacitracin, 10 grams.

(a) Indications for use. For increased 
rate of weight gain and improved feed 
efficiency; as an aid in the prevention of 
coccidiosis caused by E. necatrix, E. 
tenella, E. acervulina, E. brunetti, E. 
mivati, and E. maxima.

(b) Limitations. Do not feed to laying 
chickens; feed continuously as sole ra
tion; withdraw 72 hours before slaugh
ter; as zinc bacitracin provided by No. 
012769 in § 510.600(c) of this chapter; 
as monensin sodium.

(v) Amount per ton. Monensin, 90- 
110 grams plus bacitracin, 10-30 grams.

(a) Indications for use. For improved 
feed efficiency; as an aid in the preven
tion of coccidiosis caused by E. necatrix, 
E. tenella, E. acervulina, E. brunetti, E. 
mivati, and E. maxima.

(b) Limitations. Do not feed to laying 
chickens; feed continuously as sole ra
tion; withdraw 72 hours before slaugh
ter; as zinc bacitracin provided by No. 
012769 in § 510.600(c) of this chapter; 
as monensin sodium.

(2) Floor raised broiler chickens— (i) 
Amount per ton. Monensin, 90-110 grams 
plus lincomycin, 2 grams.

(a) Indications for use. For increase in 
rate of weight gain and improved feed 
efficiency; as an aid in the prevention of 
coccidiosis caused by E. necatrix, E. ten
ella, E. acervulina, E. brunetti, E. mivati, 
and E. maxima.

(b) Limitations. Do not feed to laying 
chickens; to be fed as a sole ration, with
draw 72 hours before slaughter; as mo
nensin sodium.

(ii) Amount per ton. Monensin, 90-110 
grams plus lincomycin, 2 grams and 3- 
nitro-4-hydroxyphenylarsonic acid, 15- 
45 grams.

(a) Indications for use. For increase in 
rate of weight gain; as an aid in the pre
vention of coccidiosis caused by E. neca
trix, E. tenella, E. acervulina, E. brunetti, 
E. mivati, and E. maxima.

(b) Limitations. Do not feed to laying 
chickens; feed continuously as the sole 
ration; withdraw 5 days before slaughter; 
as sole source of organic arsenic; as 3- 
nitro-4-hydroxyphenylarsonic acid pro
vided by No. 017210, § 510.600(c) of this 
chapter; as monensin sodium provided by 
No. 000986, § 510.600(c) of this chapter; 
as lincomycin provided by No. 000009, 
§ 510.600(c) of this chapter; as a com
bination provided by No. 000009, 
§ 510.600(c) of this chapter.
§ 558.365 Nequinate.

(a) Chemical name. Methyl 7-(ben- 
zyloxy) - 6 - butyl - 1,4 dihydro - 4 - oxo-
3-quinoline carboxylate.

(b) Approvals. (1) Premix level con
taining 4 percent nequinate granted to 
No. 000046 in § 510.600(c) of this chapter.

(2) Premix level containing 4 percent 
nequinate granted to . No. 017800 in 
§ 510.600(c) of this chapter.

(c) Assay limits. Finished feed must 
contain not less than 80 percent nor more 
than 120 percent of nequinate.

(d) Related tolerances. See § 556.440 
of this chapter.

(e) Special considerations. Do not use 
in feeds containing bentonite.

(f) Conditions of use. It  is used as 
follows:

(1) Broiler or fryer chickens— (1) 
Amount per ton. Nequinate, 18.16 grams.

(a) Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. necatrix, E. acervulina, E. 
maxima, E. brunetti, and E. mivati.

(b) Limitations. Feed continuously as 
the sole ration.

(ii) Amount per ton. Nequinate, 18.16 
grams (0.002 percent) plus 3-nitro-4- 
hydroxyphenylarsonic acid, 45.4 grams 
(0.005 percent).

(a) Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. necatrix, E. acervulina, E. 
brunetti, and E. mivati; growth promo
tion and feed efficiency; for improving 
pigmentation.

(b) Limitations. Feed continuously as 
sole ration throughout the starting 
period; withdraw 5 days before slaugh
ter; as sole source of organic arsenic.

(iii) Amount per ton. Nequinate, 18.16 
grams (0.002 percent) plus oxytetracy- 
cline, 200 grams.

(a) Indications for use. For control of 
complicated chronic respiratory disease 
(air-sac infection), infectious synovitis, 
and treatment of blue comb (nonspecific 
infectious enteritis).

(b) Limitations. As monoalkyl (C8— 
Cis) trimethylammonium oxytetracy- 
cline as provided by No. 000069 in § 510. 
600(c) of this chapter.

(2) Roaster chickens or replacement 
chickens for caged layers— (i) Amount 
per ton. Nequinate, 18.16 grams (0.002 
percent).

(ii) Indications for use. An aid in the 
prevention of coccidiosis caused by E. 
tenella, E. necatrix, E. acervulina, E. 
maxima, E. brunetti, and E. mivati.

(iii) Limitations. Feed continuously as 
the sole ration; do not feed to chickens 
over 16 weeks of age.
§ 558.415 Novobiocin.

(a) Specifications. Novobiocin is the 
antibiotic substance produced by growth 
of Streptomyces niveus or the same anti
biotic substance produced by any other 
means.

(b) Approvals. Premix level 25 grams 
of novobiocin activity per pound granted 
to No. 000009 as listed in § 510.600(c) of 
this chapter.

(c) Assay limits. Finished feed not less 
than 80 percent nor more than 120 per
cent of labeled amount.

(d) Special considerations. Finished 
feeds conforming to the requirements of 
this section are exempt from the provi
sions of section 512(m) of the Federal 
Food, Drug, and Cosmetic Act.

(e) Related tolerances. See § 556.460 
of this chapter.

(f )  Conditions of use. It  is used in 
animal feeds as follows:

( V  Chickens— (i) Amount. Novobio
cin, 6-7 mgs. per lb. body weight per day.

(a) Indications for use. Aid in the 
treatment of breast blisters associated 
with staphylococcal infections susceptible 
to novobiocin.

(b) Limitations. Administer, as sole 
ration, feed which contains not less than 
200 grams of novobiocin activity per ton
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of feed; not for laying chickens; feed 5 
to 7 days; withdraw 4 days before 
slaughter.

(ii) Amount. Novobiocin, 10-14 mgs. 
per lb. body weight per day.

(a) Indications for use. Treatment of 
staphylococcal synovitis and generalized 
staphylococcal infections susceptible to 
novobiocin.

(b) Limitations. Administer, as sole 
ration, feed which contains not less than 
350 grams of novobiocin activity per ton 
of feed; not for laying chickens; feed 5 
to 7 days; withdraw 4 days before 
slaughter.

(2) Turkeys— (i) Amount. Novobiocin,
4-5 mgs. per lb. body weight per day.

(a) Indications for use. Aid in the 
treatment of breast blisters associated 
with staphylococcal infections susceptible 
to novobiocin.

(b) Limitations. Administer, as sole 
ration, feed which contains not less than 
200 grams of novobiocin activity per ton 
of feed; not for laying turkeys; feed 5 to 
7 days; withdraw 4 days before slaughter.

(ii) Amount. Novobiocin, 5-8 mgs.'per 
lb. body weight per day.

(a) Indications for use. Aid in the 
control of recurring outbreaks of fowl 
cholera caused by stains of* Pasteurella 
multocida susceptible to novobiocin fol
lowing initial treatment with 7-8 mgs. 
per pound body weight per day.

(b) Limitations. Administer, as sole 
ration, feed which contains not less than 
200 grams of novobiocin activity per ton 
of feed; feed 5 to 7 days; not for laying 
turkeys; withdraw 4 days before slaugh
ter.

(iii) Amount. Novobiocin, 7-8 mgs. per 
lb. body weight per day.

(a) Indications for use. Treatment of 
staphylococcal synovitis and generalized 
staphylococcal infection susceptible to 
novobiocin; treatment of acute outbreaks 
of fowl cholera caused by strains of Pas
teurella multocida susceptible to novo
biocin.

(b) Limitations. Administer, as sole 
ration, feed which contains not less than 
350 grams of novobiocin activity per ton 
of feed; feed 5 to 7 days; not for laying 
turkeys; withdraw 4 days before slaugh
ter.

(3) Mink— (i) Amount. 20 mgs. per lb. 
body weight per day.

(ii) Indications for use. For treatment 
of generalized infections, abscesses, or 
urinary infections caused by staphylo
coccal or other novobiocin sensitive 
organisms.

(iii) Limitations. Administer, as sole 
ration, feed which contains not less than 
200 grams of novobiocin activity per ton 
of feed; feed for 7 days.
§ 558.435 Oleandomycin.

(a) Specifications. It is the antibiotic 
substance produced by the growth of 
Streptomyces antibioticus or the same 
antibiotic substance produced by any 
other means, and for the purpose of this 
section refers to oleandomycin or feed 
grade oleandomycin.

(b) Approvals. Premix level of 5 grams 
of oleandomycin activity per pound

granted to No. 000069 in § 510.600(c) of 
this chapter.

(c) Assay limits. (1) Feeds containing 
up to 11.25 grams of oleandomycin per 
ton to contain 70 to 130 percent of the 
labeled amount of product.

(2) Feed concentrates containing more 
than 11.25 grams of oleandomycin per 
ton to contain 75 to 125 percent of the 
labeled amount of product.

(d) Related tolerances. See § 556.480 
of this chapter.

(e) Special considerations. (1) Ben
tonite should not be used in feeds con
taining oleandomycin.

(2) Finished swine feeds processed 
from concentrates that contain up to 225 
grams of oleandomycin per ton and con
forming to the requirements of para
graph (f) (1) (ii) of this section are not 
required to comply with the provisions 
of section 512 (m) of the act.

(f) Conditions of use. (1) It is used- 
in animal feed as follows:

(1) Chickens and turkeys— (a) Amount 
per ton. Oleandomycin, 1-2 grams.

(b) Indications for use. For increased 
rate of weight gain and improved feed 
efficiency for floor raised broiler chickens 
and growing turkeys.

(c) Limitations. Not to be used for 
laying hens.

(ii) Swine— (a) Amount per ton. Ole
andomycin, 5-11.25 grams.

(b) Indications for use. For increased 
rate of weight gain and improved feed 
efficiency for confined and pasture raised 
swine.

(c) Limitations. Not to be used for 
breeding swine.

(2) Oleandomycin may also be used in 
combination with amprolium in accord
ance with § 121.210 of this chapter.
§ 558.465 Poloxalene liquid feed sup

plement.
(a) Specifications. Poloxalene liquid 

feed supplement contains poloxalene 
meeting the specifications given in 
§ 520.1840 of this chapter.

(b) Approvals. Premix level 99.5 per
cent granted to No. 000007 in § 510.600
(c) of this chapter.

(c) Assay limits. Medicated liquid feed 
supplement must contain not less than 
85 percent nor more than 115 percent of 
labeled amount of poloxalene.

(d) Conditions of use. (1) For preven
tion of legume (alfalfa, clover) bloat in 
cattle.

(2) Poloxalene liquid premix must be 
thoroughly blended and evenly distrib
uted into a liquid feed supplement and 
offered to cattle in a covered liquid feed 
supplement feeder with lick wheels. The 
formula for the liquid feed supplement, 
on a weight/weight basis, is as follows: 
Ammonium polyphosphate 2.660 percent, 
phosphoric acid (75 percent) 3.370 per
cent, sulfuric acid 1.000 percent, water
10.000 percent, and molasses sufficient to 
make 100.000 percent, vitamins A&D 
and/or trace minerals may be added. 
Poloxalene liquid premix (99/5 percent) 
is to be added to the liquid feed supple
ment at a level of 7.5 grams (1.65 percent 
w/w) per pound of the liquid feed sup
plement. One free-turning lick wheel per

25 head of cattle must be provided and 
each animal must consume the medi
cated liquid feed supplement at the rate 
of 0.2 pound per 100 pounds of body 
weight per day for adequate protection. 
The medicated-liquid feed supplement 
must be introduced at least 2-5 days be
fore legume consumption to accustom the 
cattle to the medicated liquid feed sup
plement and to lick wheel feedings. I f  
the medicated liquid feed supplement 
feeding is interrupted, this 2-5 day in
troductory feeding should be repeated.
§ 558.485 Pyrantel tartrate.

(a) Approvals. Premix level 10.6 per
cent (48 grams per pound) granted to 
Nos. 000069 and 017800 in § 510.600(c) of 
this chapter.

(b) Assay limits. Finished feed 88-118 
percent of labeled amount.

(c) Related tolerances. See § 556.560 
of this chapter.

(d) Special considerations. (1) Con
sult veterinarian before using in severely 
debilitated animals.

(2) Finished feeds processed from feed 
supplements that contain up to 0.0881 
percent of pyrantel tartrate and that 
comply with the provisions of paragraph
(e) (1) and (2) of this section, are ex
empted from the requirements of section 
512(m) of the act.

(3) Do not mix in feeds containing 
bentonite.

(e) Conditions of use. It  is used in feed 
for swine as follows :

(1) Amount per ton. 96 grams (0.0106 
percent).

(1) Indications for use. Aid in the pre
vention o f migration and establishment 
of large roundworm (Ascaris suum) in
fections; aid in the prevention of estab
lishment of nodular worm (.Oesophagos- 
tomum) infections.

(ii) Limitations. Feed continuously as 
the sole ration in a complete feed; with
draw 24 hours prior to slaughter.

(2) Amount per ton. 96 grams (0.0106 
percent).

(i) Indications for use. For the remov
al and control of large roundworm 
(Ascaris suum) infections.

(ii) Limitations. Feed for 3 days as the 
sole ration in a complete feed; withdraw 
24 hours prior to slaughter.

(3) Amount per ton. 800 grams (0.0881 
percent).

(i) Indications for use. For the re
moval and control of large roundworm 
(Ascaris suum) and nodular worm 
(Oesophagostomum) infections.

(ii) Limitations. As a single therapeu
tic treatment in complete feed; feed at 
the rate of 1 lb of feed per 40 lb of body 
weight for animals up to 200 lb, and 5 lb 
of feed per head for animals 200 lb or 
over; withdraw 24 hours prior to 
slaughter.
§ 558.505 Reserpine.

(a) Chemical name. 3,4,5-Trimethoxy- 
benzoyl methyl reserpate.

(b) Specifications. For the purpose of 
this section, the term reserpine refers to 
reserpine or feed grade reserpine; assay 
94-102 percent (anhydrous basis).
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(c) Approvals. Premix level of reser- 
pine 0.08 percent has been granted to No. 
000003 in § 510.600(c) of this chapter.

(d) Assay limits. Finished feed 80-120 
percent of labeled amount.

(e) [Reserved]
(f ) Related tolerances. See § 556.570 of 

this chapter.
(g) Conditions of use. It is used in feed, 

for turkeys as follows:
(1) Amount per ton. Reserpine, 0.182 

gram (0.00002 percent).
(1) Indications for use. To aid in the 

prevention of aortic rupture.
(ii) Limitations. For turkeys over 4 

weeks of age.
(2) Amount per ton. Reserpine, 0.182 

grams (0.00002 percent) plus penicillin,
2.4-50 grams.

(i) Indications for use. .Growth pro
motion and feed efficiency; to aid in the 
prevention of aortic rupture.

(ii) Limitations. As procaine penicil
lin; for turkeys over 4 weeks of age.

(3) Amount per ton. Reserpine, 0.182 
gram (0.00002 percent) plus pencillin- 
bacitracin, 3.6-50 grams.

(i) Indications for use. Growth pro
motion and feed efficiency; to aid in the 
prevention of aortic rupture.

(ii) Limitations. As procaine penicillin 
plus manganese bacitracin; for turkeys 
over 4 weeks of age.

(4) Amount per ton. Reserpine, 0.182 
gram (0.00002 percent) plus bacitracin, 
4-50 grams.

(i) Indications for use. Growth pro
motion and feed efficiency; to aid in the 
prevention of aortic rupture.

(ii) Limitations. As bacitracin; for tur
keys over 4 weeks of age.

(5) Amount per ton. Reserpine, 0>908 
gram (0.0001 percent).

(i) Indications for use. To lessen the 
incidence of aortic rupture.

(ii) Limitations. For turkeys over 4 
weeks of age; feed not to exceed 5 days.
§ 558.515 Robenidine hydrochloride.

(a) Chemical name. 1,3-Bis(para- 
chloro-benzylideneamino) -guanidine hy
drochloride.

(b) Approvals. Premix level of 30 grams 
per pound has been granted to No, 
010042 in § 510.600(c) o f this chapter.

(c) Assay limits. Finished feed not less 
than 80 percent nor more than 120 per
cent of labeled amount. Premix not less 
than 95 percent or more than 115 percent 
of labeled amount.

(d) Special considerations. Finished 
feed containing robenidine hydrochloride 
must be fed within 50 days from the date 
of manufacture. Do not use in feeds con
taining bentonite.

(e) Related tolerances: in edible prod
ucts. See § 556.580 of this chapter.

(f ) Conditions of use. It  is used in 
feed for chickens as follows:

(1) For broiler and fryer chickens— 
(i) Amount per ton. Robenidine hydro
chloride, 30 grams (0.0033 percent).

(a) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
E. mivati, E. brunetti, E. tenella, E. 
acervulina, E. maxima, and E. necatrix.

(b) Limitations. Do not feed to layers; 
feed continuously as the sole ration; 
withdraw 5 days prior to slaughter.
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(ii) Amount per ton. Robenidine hy
drochloride, 30 grams (0.0033 percent) 
plus roxarsone (3-nitro-4-hydroxy- 
phenylarsonic acid), 22.5-45.4 grams 
(.005 percent).

(a) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
E. mivati, E. brunetti, E. tenella, 
E. acervulina, E. maxima, and E. neca
trix  and increased rate of weight gain.

(b) Limitations. Do not feed to layers; 
feed continuously as the sole ration; 
withdraw 5 days prior to slaughter; as 
sole source of organic arsenic. Roxarsone 
provided by No. 017210, § 510.600(c) of 
this chapter.

(iii) Amount per ton. Robenidine hy
drochloride, 30 grams (0.0033 percent) 
plus Chlortetracycline, 100 grams.

(a) Indications for use. As an aid in 
the prevention of coccidiosis Caused by 
E. mivati, E. brunetti, E. tenella, E. 
acervulina, E. maxima, and E. necatrix; 
as an aid in the control of chronic res
piratory disease (CRD) caused by M. 
gallisepticum susceptible to Chlortetra
cycline; as an aid in the control of in
fectious synovitis caused by M. synoviae 
susceptible to Chlortetracycline.

(b) Limitations. For broiler or fryer 
chickens only; withdraw 5 days prior to 
slaughter; do not feed to layers, feed con
tinuously as sole ration; as Chlortetra
cycline hydrochloride provided by No. 
010042, § 510.600(c) of this chapter.

(iv) Amount per ton. Robenidine hy
drochloride, 30 grams (0.0033 percent) 
plus Chlortetracycline, 200 grams.

(a) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
E. mivati, E. brunetti, E. tenella, E. acer
vulina, E. maxima, and E. necatrix; as 
an aid in the treatment of infectious 
synovitis caused by M. synoviae suscep
tible to Chlortetracycline; as an aid in 
the control of chronic respiratory disease 
(CRD) caused by M. gallisepticum sus
ceptible to Chlortetracycline.

(b) Limitations. Withdraw 5 days 
prior to slaughter; do not feed to layers; 
feed continuously as sole ration; as Chlor
tetracycline hydrochloride provided by 
No. 010042, § 510.600(c) of this chapter.

(v) Amount per ton. Robenidine hy
drochloride, 30 grams (0.0033 percent) 
plus Chlortetracycline, 500 grams.

(a) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
E. mivati, E. brunetti, E. tenella, E. acer
vulina, E. maxima, and F. necatrix; as an 
aid in the reduction of mortality due to 
E. coli susceptible to Chlortetracycline.

(b) Limitations. Withdraw 5 days 
prior'to slaughter; do not feed to layers; 
not to be fed continuously for more than 
5 days; as Chlortetracycline hydrochlor
ide provided by sponsor No. 010042, 
§ 510.600(c) of this chapter.

(2) For floor-raised broiler and fryer 
chickens— (i) Amount per ton. Robeni
dine hydrochloride, 30 grams (0.0033 
percent) plus lincomycin, 2 grams.

(ii) Indications for use. For increase 
in rate of weight gain and improved feed 
efficiency and as an aid in prevention of 
coccidiosis caused by E. mivati, E. 
brunetti, E. tenella, E. acervulina, E. 
maxima, and E. necatrix.

(iii) Limitations. Do not feed to laying 
hens; feed continuously as the sole ra
tion; withdraw 5 days before slaughter; 
lincomycin as provided by No. 000009, 
§ 510.600(c) of this chapter; approval for 
this combination granted to No. 000009 
as identified in § 510.600<c) of this 
chapter.
§ 558.525 Ronnel.

(a) Chemical name. 0,0-Dimethyl 
O- (2,4,5-trichlorophenyl) phosphoro- 
thioate.

(b) Approvals. (1) Premix levels 18 
and 40 percent have been granted to No. 
025700 in § 510.600(c) of this chapter.

(2) Premix level 5.5 percent in mineral 
premix has been granted to No. 021930 
in § 510.600(c) of this chapter.

(c) Assay limits. Feed supplement 
80 to 120 percent of labeled amount.

(d) Special considerations. (1) Maxi
mum level permitted in a medicated 
concentrate 6 percent.

(2) The label shall bear adequate di
rections and warnings for use, which 
shall also include:

(i) A  statement in the case of feed 
additive supplements containing ronnel 
that such supplements shall be thorough
ly mixed ^rith ground grain for top 
dressing or with complete ration.

(ii) A  statement that ronnel-medi- 
cated feed concentrate is to be used as 
the sole source of ronnel medication.

(iii) “Waming-Ronnel is a cholines
terase inhibitor. Do not use this product 
in animals simultaneously or within a 
few days before or after exposure to 
cholinesterase inhibiting drugs, pesti
cides, or chemicals.”

(e) Related tolerances. See 40 CFR 
180.177.

(f) Conditions of use. It  is used in the 
feed of beef cattle and nonlactating 
dairy animals as follows:

(1) Amount. 0.00078 lb. (0.35 gram) 
per 100 lb. body weight per day for 14 
days.

(1) Indications for use. Control of
grubs. -

(ii) Limitations. Feed 0.00078 lb. (0.35 
gram) per 100 lb. of animal weight per 
day for 14 days in a feed supplement 
containing not over 0.26 percent ronnel; 
withdraw from dairy animals 10 days 
before calving; if dairy cows or heifers 
freshen during medication, or if medica
tion has not been withdrawn the re
quired 10 days prior to freshening, milk 
must not be used for food for 10 days 
after the last treatment; withdraw 10 
days prior to slaughter.

(2) Amount. 0.0018 lb. (0.82 gram) per 
100 lb. body weight per day for 7 days.

(i) Indications for use. Control of 
grubs; aid in the reduction of cattle lice, 
when the drug is used for cattle grub 
control.

(ii) Limitations. Feed 0.0018 lb. (0.82 
gram) per 100 lb. animal weight per day 
for 7 days in a feed supplement contain
ing not over 6 percent ronnel; withdraw 
from dairy animals 10 days; if dairy 
cows or heifers freshen during med
ication, or if medication has not been 
withdrawn the required 10 days prior 
to freshening, milk must not be used 
for food for 10 days after the last
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treatment; withdraw 10 days prior to 
slaughter.

(3) Amount. 0.01375 lb. (6.24 gram) 
per 100 lb. body weight per month for 
not less than 75 days.

(i) Indications for use. Control of 
grubs and hornflies.

(ii) Limitations. Peed 0.25 lb. of a min
eral supplement in granular form con
taining 5.5 percent ronnel per 100 lb. of 
animal -weight per month for not less 
than 75 days; withdraw from dairy ani
mals 10 days before calving; if dairy cows 
or heifers freshen during medication, or 
if medication has not been withdrawn 
the required 10 days prior to freshening, 
milk must not be used for food for 10 
days after the last treatment; withdraw 
10 days prior to slaughter.

(4) Amount. 0.0009 lb. (0.41 gram) per 
100 lb. body weight per day for 14 days.

(i) Indications for use. Control of 
grubs.

(ii) Limitations. Peed 0.0009 lb. (0.41 
gm.) per 100 lb. of animal weight per day 
for 14 days in a feed supplement con
taining 0.3 percent ronnel; withdraw 
from dairy animals 10 days before calv
ing, if dairy cows or heifers freshen dur
ing medication, or if medication has not 
been withdrawn the required 10 days 
prior to freshening, milk must not be 
used for food for 10 days after the last 
treatment; withdraw 10 days prior to 
slaughter.

(5) Amount. 0.012 lb. (5.5 gram) per 
100 lb. body weight per month for not 
less than 75 days.

(1) Indications for use. Control of 
grubs and hornflies.

(ii) Limitations. Feed 0.2 lb. of mineral 
supplement containing 6 percent ronnel 
per 100 lb. of animal weight per month 
for not less than 75 days; withdraw from 
dairy animals 10 days before calving; if 
dairy cows or heifers freshen during 
medication, or if medication has not been 
withdrawn the required 10 days prior to 
freshening, milk must not be used for 
food for 10 days after the last treat
ment; withdraw 10 days prior to 
slaughter.
§ 558.565 Styrylpyridinium chloride, di- 

ethylcarbamazine (as base).
(a) Chemical name. (1) Styrylpyri

dinium chloride: 2-(p-Chlorostyryl) -1- 
methylpyridinium chloride.

(2) Diethylcarbamazine: N,2V-Diethyl- 
4-methyl-1 -piperazine-carboxamide.

(b) Approvals. Finished feed contain
ing 0.035 percent styrylpyridinium 
chloride, and 0.021 percent diethylcar
bamazine (as base) has been granted 
to No. 010042 in § 510.600(c) of this 
chapter.

(c) Conditions of use. (1) It  is used 
for the control of hookworms (Ancylos- 
toma caninum) and roundworms (Toxo- 
car a canis) and for the prevention of 
heartworm disease (Dirofilaria immitis) 
in dogs.

(2) Finished feed containing 0.035 per
cent styrylpyridinium chloride and 0.021 
percent diethylcarbamazine (as the 
base) is administered to dogs as follows: 
Maximum stressed dogs are fed an 
amount of the finished feed in ounces 
equal to the dogs body weight in
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pounds divided by 4. Medium stressed 
dogs are fed an amount of the finished 
feed in ounces equal to the dogs body 
weight in pounds divided by 4.5. Low 
stressed dogs are fed an amount of the 
finished feed in ounces equal to the dogs 
body weight in pounds divided by 5. 
Underweight dogs are fed 10 percent 
more than the amounts specified in 
this paragraph. Overweight dogs are 
fed 10 percent less than the amounts 
specified in this paragraph, with ad
justments made every 7 days until the 
desired body weight is obtained.

(3) Dogs with established heartworm 
infections should not be treated with 
the drug until they have been converted 
to a negative status. For the prevention 
of heartworm infestation, the drug 
should be administered before the mos
quito season and as soon as young pup
pies are born. The drug should be admin
istered continuously during periods of 
exposure to hookworm, roundworm, and 
heartworm infestations to control recur
ring burdens of hookworms and round- 
worms and prevent the maturation of 
immature heartworms (third stage in
fective larvae) into adults.

(4) Federal law restricts this drug to 
use by or on the order of a licensed 
veterinarian.
§ 558.575 Sulfadimethoxine, ormeto- 

prim.
(a) Chemical names. (1) Sulfadi

methoxine: IV' (2,6-Dimethoxy-4-pyrimi- 
dinyl) -sulfanilamide.

(2) Ormetoprim: 2,4-Diamino-5(6- 
methylveratryl) pyrimidine.

(b) Approvals. Premix levels contain
ing 25 percent of sulfadimethoxine and 
15 percent of ormetoprim granted to 
No. 000004 in § 510.600(c) of this 
chapter.

(c) Assay limits. (1) Finished feed 
containing 0.01 percent of combined 
drug must contain not less than 75 per
cent nor more than 125 percent of either 
ormetoprim or sulfadimethoxine.

(2) Finished feed containing 0.02 per
cent of combined drug must contain not 
less than 85 percent nor more than 115 
percent of either ormetoprim or sul
fadimethoxine.

(d) Related tolerances. See § 556.490 
of this chapter.

(e) Conditions of use. It is used in 
feeds for animals as follows:

(1) Broiler chickens—<(i) Amount per 
ton. Sulfadimethoxine, 113.5 grams 
(0.0125 percent) plus ormetoprim, 68.1 
grams (0.0075 percent).

(a) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
all Eimeria species known to be patho
genic to chickens, namely, E. tenella, E. 
necatrix, E. acervulina, E. brunetti, E. 
mivati, and E. maxima, and bacterial in
fections due to H. gallinarum (infectious 
coryza), E. coli (colibacillosis) and P. 
multocida (fowl cholera).

(b) Limitations. Feed as sole ration; 
withdraw 2 days before slaughter.

(ii) Amount per ton. Sulfadimethox
ine, 113.5 grams (0.0125 percent) plus 
ormetoprim, 68.1 grams (0.0075 percent) 
plus 3 - nitro - 4 - hydroxyphenlyarsonic 
acid, 22.7 grams (0.0025 percent).
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(a) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
all Eimeria species known to be patho
genic to chickens, namedy E. tenella, E. 
necatrix, E. acervulina, E. brunetti, E. 
mivati, and E. maxima, and bacterial in
fections due to H. gallinarum (infectious 
coryza), E. coli, (colibacillosis); and P. 
multocida (fowl cholera); growth promo
tion and feed efficiency; improving 
pigmentation.

(b) Limitations. Withdraw 5 days be
fore slaughter; as sole source of organic 
arsenic.

(2) Replacement chickens — (i)
Amount per ton. Sulfadimethoxine, 113.5 
grams (0.0125 percent) plus ormeto
prim, 68.1 grams (0.0075 percent).

(ii) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
all Eimeria species known to be patho
genic to chickens, namely E. tenella, E. 
necatrix, E. acervulina, E. brunetti, E. 
mivati, and E. maxima, and bacterial in
fections due to H. galmaxima, and 
baeteria! infections due to H. gallinarum 
(infectious coryza), E. coli (colibacil
losis) and P. multocida (fowl cholera).

(iii) Limitations. Feed as a sole ration; 
do not feed to chickens over 16 weeks 
(112 days) of age; withdraw 2 days be
fore slaughter.

(3) Turkeys— (i) Amount per ton. 
Sulfadimethoxine, 56.75 grams (0.00625 
percent) plus ormetoprim, 34.05 grams 
(0.00375 percent).

(a) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
all Eimeria species known to be patho
genic to turkeys, namely, E. adenoeides, 
E. allopavonis, and E. meleagrimitis and 
bacterial infection due to P. multocida 
(fowl cholera).

(b) Limitations. Do not feed to tur
keys producing eggs for food; withdraw 2 
days before slaughter.

(ii) Amount per ton. Sulfadimethox
ine, 56.75 grams (0.00625 percent) pills 
ormetoprim, 34.05 grams (0.00375 per
cent) plus ipronidazole, 56.75 grams 
(0.00625 percent).

(a) Indications for use. As an aid in 
the prevention of coccidiosis caused by 
all Eimeria species known to be patho
genic to turkeys, namely, E. adenoeides, 
E. gallopavonis, and E. meleagrimitis; 
bacterial infections due to P. multocida 
(fowl cholera); and blackhead (histo- 
moniasis).

(b) Limitations. Do not feed to tur
keys producing eggs for food; withdraw 
4 days before slaughter.
§ 558.615 Thiabendazole.

(a) Chemical name. 2-(4'-Thiazolyl) - 
benzimidazole.

(b) Specifications. Conforms to N.F. 
X II specifications.

(c) Approvals. In dry premix, levels 
of 22, 44.1, 66.1 percent. The 66.1 percent 
level is solely for the manufacture of cane 
molasses liquid supplement which is 
mixed in dry feeds; for sponsor see No. 
000006 in § 510.600(c) of this chapter.

(d) Assay limits. Finished feed con
taining less than 7 percent thiabenda
zole: 85-115 percent of labeled amount. 
Finished feed containing 7 percent or
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more of thiabendazole: 90-110 percent of 
labeled amount.

(e) Special considerations. Maximum 
level permitted in a medicated supple
ment: 9.9 percent. Not to be used in feeds 
containing bentonite.

(f) Related tolerances. See § 556.730 
of this chapter,

(g) Conditions of use. It  is used in 
feed for animals as follows:

(1) Cattle— (i) Amount. 3 grams per 
100 lb. body weight.

(a) Indications for use. Control of in
fections of gastrointestinal roundworms 
( Trichostrongylus spp., Haemonchus 
spp., Ostertagia spp., Nematodirus spp., 
Oesophagostomum radiatum).

(b) Limitations. Use 3 grams per 100 lb, 
body weight at a single dose; may repeat 
once in 2 to 3 weeks; do not treat animals 
within 3 days of slaughter; milk taken 
from treated animals within 96 hours 
(8 milkings) after the latest treat
ment must not be used for food.

(ii) Amount. 5 grams per 100 lb. body 
weight.

(a) Indications for use. Control of 
severe infections of gastrointestinal 
roundworms (Trichostrongylus spp., 
Haemonchus spp., Ostertagia spp., 
Nematodirus spp., Oesophagostomum 
radiatum) ;  control of infections of 
Cooperia spp.

(b) Limitations. 5 grams per 100 lb. 
bodly weight at a single dose or divided 
into 3 equal doses, administered 1 dose 
each day, on succeeding days; may repeat 
once in 2 to 3 weeks; do not treat animals 
within 3 days of slaughter; milk taken 
from treated animals within 96 hours 
(8 milkings) after the latest treatment 
must not be used for food.

(2) Goats— (i) Amount. 3 grams per 
100 lb. body weight.

(ii) Indications for use. Control of 
severe infections of gastrointestinal 
roundworms (Trichostrongylus spp., 
Haemonchus spp., Ostertagia spp., Co
operia spp., Nematodirus spp., Bunosto- 
mum spp., Strongyloides spp., Chabertia 
spp., and Oesophagostomum spp.).

(iii) Limitations. 3 grams per 100 lb. 
body weight at a single dose; do not treat 
animals within 30 days of slaughter; milk 
taken from treated animals within 96 
hours (8 milkings) after the latest treat
ment must not be used for food.

(3) Sheep and goats— (i) Amount. 2 
grams per 100 lb. body weight.

(ii) Indications for use. Control of in
fections of gastrointestinal roundworms 
( Trichostrongylus spp., Haemonchus 
spp., Ostertagia spp., Cooperia spp.; 
Nematodirus spp., Bunostomum spp., 
Strongyloides spp., Chabertia spp., and 
Oesophagostomum spp.); also active 
against ova and larvae passed by sheep 
from 3 hours to 3 days after the feed is 
consumed (good activity against ova and 
larvae of T. colubriformis and axei, Os
tertagia spp., Nematodirus spp., Stron
gyloides spp.; less effective against 
those of Haemonchus contortus and 
Oesophagostomum spp.).

(iii) Limitations. Use 2 grams per 100 
lb. body weight at a single dose; do not 
treat animals within 30 days of slaugh
ter; milk taken from treated animals
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within 96 hours (8 milkings) after the 
latest treatment must not be used for 
food.

(4) For swine— (i) Amount. 45.4-908 
grams per ton (0.005-0.1 percent).

(ii) Indications for use. Aid in the pre
vention of infections of large round- 
worms (genus Ascaris).

(iii) Limitations. Administer continu
ously feed containing 0.05-0.1 percent 
thiabendazole per ton for 2 weeks fol
lowed by feed containing 0.005-0.02 per
cent thiabendazole per ton for 8-14 
weeks; do not treat animals within 30 
days of slaughter.
§ 558.625 Tylosin.

(a) Specifications. Tylosin is the anti
biotic substance produced by growth of 
Streptomyces fradiae or the same antibi
otic substance produced by any other 
means.

(b) Approvals. Eremix levels of tylo
sin granted to firms as sponsor (s) and 
identified by drug listing numbers in 
§ 510.600(c) of this chapter for the 
specific usage indicated in paragraph ( f ) 
of this section:

(1) To 000986: 10, 40 and 100 grams per 
pound, paragraphs (f) (1) (ii) through
(f) (1) (vi) of this section; 40 grams per 
pound, paragraph (f) (1) (i) of this sec
tion.

(2) To 017255: 10 grams per pound; 
paragraph (f) (1) (vi) (a) of this section.

(3) To 043733: 4 and 10 grams per 
pound; paragraph (f) (1) (vi) (a) of this 
section.

(4) To 011490: 10 grams per pound; 
paragraph (f )  (1) (vi) (a) of this section.

(5) To 017800: 0.4 and 0.8 gram per
pound, paragraph (f) (1) (vi) ( a ) ; 10
grams per pound, paragraphs (f) (1) (i) 
and (f) (1) (vi) (a) of this section; 40 
grams per pound, paragraphs (f) (1) (i),
( f )  (1) (vi) (a ), (b), (c), and (d) of this 
section.

(6) To 018356: 0.66, 1.33, 6.66 grams 
per pound; paragraph (f) (1) (vi) (a) of 
this section.

(7) To 017162: 0.4 grams per pound; 
paragraph (f) (1) (vi) (a) of this section.

(8) To 035369: 4 grams per pound; 
paragraph (f) (1) (vi) (a) of this section.

(9) To 043727: 4 and 10 grams per 
pound; paragraph (f) (1) (vi) (a) of this 
section.

(10) To 012286: 0.4 and 0.8 gram per 
pound; paragraph (f) (1) (vi) (a) of this 
section.

(11) To 017274: 8 or li) grams per 
pound; paragraph (f) (1) (vi) (a) of this 
section.

(12) To 021930: 2 grams per pound; 
paragraph (f )  (1) (vi) (a) of this section.

(13) To 035393: 0.4 and 2 grams per 
pound; paragraph (f) (1) (vi) (a) of this 
section.

(14) To 016968: 4 and 10 grams per 
pound; paragraph (f) (1) (vi) (a) of this 
section.

(15) To 026186: 4,10, and 20 grams per 
pound; paragraph (f) (1) (vi) (a) of this 
section.

(16) To 024817: 5 grams per pound; 
paragraph (f) (1) (vi) (a) of this section.

(17) To 021780; 0.8 gram per pound; 
paragraph (f ) (1) (vi) (a) of this section.

(18) To 017434: 0.4 gram per pound; 
paragraph (f) (1) (vi) (a) of this section.

(19) To 033999: 0.8 gram per pound; 
paragraph (f ) (1 ) (vi) (a) of this section.

(20) To 033071: 0.4 and 0.8 gram per 
pound; paragraph (f) (1) (vi) (a) of this 
section.

(21) To 043426: 2.0 grams per pound; 
paragraph (f ) (1) (vi) (a) of this section.

(22) To 026282; 10 grams per pound; 
paragraph (f )  (1) (vi) (a) of this section.

(23) To 030804: 0.8 gr^m per pound; 
paragraph (f) (1) (vi) (a) of this section.

(24) To 025796: 10 grams per pound; 
paragraph (f) (1) (vi) (a) of this section.

(25) To 043743: 10 grams per pound; 
paragraph (f) (1) (vi) (a) of this section.

(26) To 034418: 10 grams per pound; 
paragraph (f) (1) (vi) (a) of this section.

(27) To 020275: 40 grams per pound; 
paragraph (f) (1) (vi) (a) of this section.

(28) To 034139: 4 grams per pound; 
paragraph (f) (1) (vi) (a) of this section.

(29) To 043744: 0.4 gram per pound; 
paragraph (f) (1) (vi) (a) of this section.

(30) —(31 ) [Reserved]
(32) To 018597: 0.4 gram per pound; 

paragraph (f) (1) (vi) (a) of this section.
(c) Assay limits. Finished feed not 

less than 75 percent nor more than 125 
percent of labeled amount.

(d) Special considerations. The manu
facture of finished feeds containing tylo
sin phosphate does not require compli
ance with the provisions of section 512
(m) of the Federal Food, Drug, and Cos
metic Act if :

(1) Processed from feed supplements 
or concentrates for :

(1) Chickens at not more than 200 
grams per ton.

(ii) Swine at not more than 500 grams 
per ton.

(iii) Cattle at not more than 360 
grams per ton and complying with para
graph (f) (1) (i) of this section.

(2) Processed from premixes which 
contain not more than 10 grams of tylo
sin per pound and conforming to the pro
visions of paragraph (f) (1) (vi) (a) of 
this section.

(e) Related tolerances. See § 556.740 
of this chapter.

(f) Conditions of use. (1) It  is used in 
animal feeds as follows :

(i) For beef cattle— (a) Amount per 
ton. 8-10 grams.

(b) Indications for use. For reduction 
of incidence of liver abscesses caused by 
Sphaerophorus necrophorus and Coryne- 
bacterius pyogenes.

(c) Limitations. As tylosin phosphate; 
each animal must receive not^rnore than 
90 milligrams per day and not less than 
60 milligrams per day; feed continuously 
as sole ration.

(ii) Broiler chickens— id) Amount per 
ton. Tÿlosin, 800-1000 grams.

(b) Indications for use. To aid in the 
control of chronic respiratory disease 
caused by Mycoplasma gallisepticum.

(c) Limitations. As tylosin phosphate; 
withdraw 5 days before slaughter; ad
minister in feed to chickens 0 to 5 days 
of age, follow with second administra
tion in feed for 24-48 hours at 3 to 5 
weeks of age.

(iii) Chickens— (a) Amount per ton. 
Tylosin, 4-50 grams.
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(1) Indications for use. For increased 
rate of weight gain and improved feed 
efficiency.

(2) Limitations. As tylosin phosphate.
(b) Amount per ton. Tylosin, 3.2-50

grams combined with penicillin.
(2) Indications for use. For increased 

rate of weight gain and improved feed 
efficiency.

(2) Limitations. Use 1.2 parts of peni
cillin to 2.0 parts of tylosin; as tylosin 
phosphate and procaine penicillin.

(iv) Laying chickens— (a) Amount per 
ton. Tylosin, 20-50 grams.

(b) Indications for use. For improved 
feed efficiency.

(c) Limitations. As tylosin phosphate.
(v) Replacement c h i c k e n s — (a) 

Amount per ton. Tylosin, 1,000 grams.
(b) Indications for use. To aid in the 

control of chronic respiratory disease 
caused by Mycoplasma gallisepticum.

(c) Limitations. As tylosin phosphate; 
withdraw 5 days before slaughter; ad
minister in feed to chickens 0 to 5 days 
of age, follow with second administra
tion in feed for 24 to 48 hours at 3 to 5 
weeks of age.

(vi) Swine— (a) Amount per ton. Ty- 
losin, 10-100 grams.

(2) Indications for use. For increased 
rate of weight gain and improved feed 
efficiency.

(2) Limitations. As tylosin phosphate; 
continuous use as follows: Grams per 
ton: 20-100, prestarter or starter; 20-Uo, 
grower; 10-20, finisher.

(b) Amount per ton. Tylosin, 40-100 
grams.

(2) Indications for use. Prevention of 
swine dysentery (vibrionic).

(2) Limitations. Use 100 grams per ton 
for at least 3 weeks followed by 40 grams 
per ton until market weight; as tylosin 
phosphate.

(c) Amount per ton. Tylosin, 40-100 
grams.

(2) Indications for use. Treatment and 
control of .swine dysentery (vibrionic).

(2) Limitations. Administer in feed as 
tylosin phosphate after treatment with 
tylosin in drinking water as tylosin base; 
0.25 gram per gallon in drinking water „ 
for 3-10 days, 40-100 grams per ton in 
feed for 2-8 weeks.

(d) Amount per ton. Tylosin, 100 
grams.

(2) Indications for use. Maintaining 
weight gains and feed efficiency in pres
ence of atrophic rhinitis.

(2) Limitations. As tylosin phosphate.

RULES AND REGULATIONS

(2) Tylosin may also be used with:
(1) Zoalene as in § 121.207 of this 

chapter.
(ii) Hygromycin B as in § 121.213 of 

this chapter.
(iii) Amprolium as in § 121.210 of this 

chapter.
§ 558.630 Tylosin and sulfamethazine.

(a) Specifications. (1) Tylosin is the 
antibiotic substance produced by growth 
of Streptomyces fradiae or the same an
tibiotic substance produced by any other 
means.

(2) Sulfamethazine is the chemical 
N '- (4,6-dimethyl-2-pyrimidinyl) sulfa
nilamide.

(b) Approvals. Premix levels, a com
bination of equal amounts of tylosin and 
sulfamethazine, granted to fi,rms as 
sponsor(s) and identified by drug listing 
numbers in § 510.600(c) of this chapter 
for the conditions of use indicated in 
paragraph (f ) of this section:

(1) To 000986: 40 grams per pound 
each, paragraph (f ) (2 )  (i).

(2) To 000986, 012190: 10 grams per 
pound each, paragraph (f ) (2) ( i ) .

(3) To 017255, 016968, 025796, 034500: 
10 grams per pound each, paragraph (f) 
(2) (ii).

(c) Assay limits. Finished feed must 
contain not less than 75 percent nor more 
than 125 percent of tylosin and not less 
than 80 percent nor more than 120 per
cent of sulfamethazine.

(d) [Reserved].
(e) Related tolerances. See §§ 556.670 

and 556.740 of this chapter.
(f) Conditions of use. It is used in 

feed for swine as follows:
(1) Amount per ton. Tylosin, 100 

grams plus sulfamethazine, 100 grams.
(2) Indications for use. (i) Maintain

ing weight gains and feed efficiency 
in the presence of atrophic rhinitis; 
lowering the incidence and severity 
of Bordetella Bronchiseptica rhinitis; 
prevention of swine dysentery (vi- 
brionic) ; control of swine pneumonias 
caused by bacterial pathogens (P. multo- 
cida and/or C. pyogenes) ; for reducing 
the incidence of cervical lymphadenitis 
(jowl abscesses) caused by Group E 
Streptococci. Only the sulfamethazine 
portion of this combination is active in 
controlling jowl abscesses.

(ii) Maintaining weight gains and 
feed efficiency in the presence of atrophic 
rhinitis; lowering the incidence and se
verity of Bordetella bronchiseptica rhini-
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tis; prevention of swine dysentery (vibri
onic) ; control of swine pneumonias 
caused by bacterial pathogens (Pasteur- 
ella multocida and/or Corynebacterium 
pyogenes).

(3) Limitations. As tylosin phosphate; 
withdraw 5 days before slaughter.
§ 558.635 Virginia my cin.

(a) Specifications. Virginiamycin is 
the antibiotic substance produced by the 
growth of Streptomyces virginiae or the 
same antibiotic substance produced by 
any other means.

(b) Approvals. Premix levels of 2.2 
percent virginiamycin activity (10 grams 
per pound) and 50 percent virginiamycin 
activity (227 grams per pound) granted 
to No. 000007 in § 510.600(c) of this 
chapter.

(c) Assay limits. Finished feed must 
contain not less than 70 percent nor more 
than 130 percent of the labeled amount 
of the drug.

(d) Related tolerances. See § 556.750 
of this chapter.

(e) Special considerations. (1) Not for 
use in breeding swine over 120 pounds.

(2) Dilute premix with at least 10 
pounds of a feed ingredient prior to final 
mixing in 1 ton of complete feed.

(f )  Conditions of use. It is used in 
complete swine feeds as follows:

(1) Amount per ton. 100 grams (for 2 
weeks).

(1) Indications for use. Treatment of 
swine dysentery in nonbreeding swine.

(ii) Animal weight. Over 120 pounds.
(2) Amount per ton. 100 grams for 

2 weeks, *50 grams thereafter.
(i) Indications for use. Treatment and 

control of swine dysentery.
(ii) Animal weight. Over 120 pounds.
(3) Amount per ton. 25 grams.
(i) Indications for use. Aid in control 

of swine dysentery. For use in animals or 
on premises with a history of swine dys
entery but where symptoms have not yet 
occurred.

(ii) Animal weight. Over 120 pounds.
(4) Amount per ton. 10 grams.
(i) Indications for »use. Increased rate 

of weight gain and improved feed effi
ciency (starter and grower feeds only).

(ii) Animal weight. Weaning to 120 
pounds.

Note: Incorporation by reference pro
visions approved by the Director of the 
Federal Register March 25, 1975.

[FR Doc.75-795,1 Filed 3-26-75;8:45 am]
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Title 21— Food and Drugs
CHAPTER I— FOOD AND DRUG ADMIN

ISTRATION, DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

[Recodification Docket No. 9]

SUBCHAPTER C— DRUGS: GENERAL 
Reorganization and Republication

The Commissioner of Pood and Drugs, 
for the. purposes of establishing an 
orderly development of informative reg
ulations for the Food and Drug Admin
istration, furnishing ample room for 
expansion of such regulations in years 
ahead, and providing the public and af
fected industries with regulations that 
are easy to find, read, and understand, 
has initiated a recodification program for 
Chapter I  of Title 21 of the Code of Fed
eral Regulations.

This is the ninth document in a series 
of recodification documents that will 
eventually include all regulations ad
ministered by the Food and Drug Ad
ministration.

This recodification document repre
sents a reorganization of material re
maining in Subchapter C—Drugs that 
has general applicability, rather than 
strictly human or animal use. In addi
tion certain related sections under Parts 
1 and 3 have been redesignated as part 
of the revised Subchapter C—Drugs: 
General.

The following table shows the relation
ship of the CFR section numbers under 
the former Subchapters A and C to their 
redesignation reflected in the new Parts 
200 through 299:

Old New Old New
Section Section Section Section
1.100______ _ 299.5 3.21 __ __ 250.102
1.101 _ _ 201.6 3.22______ 200.101
1.101a______ 201.60 3.27_________ 250.203
1.102 ______ 201.50 3.28 _____ 200.50
1.102a _ _ 201.61 3.29 _ _ 201.307
1.102b 201.1 3.30________ 201.308
1.102c _ __ 201.51 3.35 ______ 201.303
1.102d______ 201.62 3.36_________ 250.103
1.103_______ 201.15 3.37_________ 201.309
1.104 ____ 201.10 3.40______ 250.201
1.105______ 202.1 3 .4 3 ________ 201.310
1.106(a) ___ 201.5 3.44________ 201.311
1.106(b) ___ 201.100 3.45-------------- 200.30
1.106(c) ___ 201.105 3.48 ___ _ 250.106
1.106(d) ___ 201.109 3.50 ____ 250.104
1.106(f)____ 201.110 3.52_________ 250.107
1.106(g) ___ 201.115 3.53_____ 250.10
1.106(h) ___ 201.116 3 .5 6 _______ 201.405
1.106(1) ____ 201.117 3.61 __ ___ 200.18
1.106 ( j ) ------ 201.119 3.62________ 299.4
1.106(k) 201.120 3.63_________ 250.11
1.106(1)____ 201.122 3.64 _______ 250.12
1.106(m) ___ 201.125 3.67 _____ 201.305
1.106(n) ___ 201.127 3 .7 1 ________ 250.10Q
1.106(o) — 201.128 3.74 _ _ 201.56
1.107 _______ 201.150 3.76 _ _____ 200.10
1.108(a) 3.77_________ 290.35

& (b ) 201.16 3.81 ______ 201.200
1.108(c)____ 290.6 3.84 __ 201.410
1.109_______ 290.5 3.90 _ _ 250.300
1.110_______ 290.10 3.91______ 250.250
1.115 ____ 200.15 3.94 ________ 250.109
3.3__________ 201.300 3.95 ________ 250.110
3.4__________ 201.302 3.501________ 200.5
3.7__________ 250.108 3.502________ 201.19
3.8 __________ 250.101 . 3.503 ________ 201.312
3.11 ______ 201.301 3.505 _____ 201.313
3.12 201.304 3.506 200.11
3.15 ______ 201.306 3.507 _ — 201.17
3.16_________ 200.100 3.508 ________ 201.18

Old New Old New
Section Section Section Section
3.509 _____ 201.314 133.11 _____ 211.58
3.510_____.__ 201.315 133.12 _____  211.110
3 .512____.__ 200.31 133.13 ____211.60
3 .513____ _ 200.7 133.14 ____211.62
3.514 . _ 201.55 133.15 _ _ _ 211.115
3.515_____. _ 201.160 133.100 _ _ 225.1
3.516_____.__ 250.105 133.101 ____L 225.20
3.518 ____. _ 201.161 133.102 __ _ 225.30
132.1_____._ 207.3 133.103 ___ 225.10
132.2 ___ 207.20 133.104 _____  225.42
132.3 .__ 207.21 133.105 _____  225.102
132.4 _ .. _ 207.22 133.106 _ _ 225.40
132.5 __ . 207.25 133.107 ____  225.80
132.6 _ .._ 207.30 133.108 ____  225.58
132.7___ 207.31 133.109 _ __ 225.110
132.8 207.35 133.110 ____  225.115
132.9 — . 207.37 133.200 __ 226.1
132.10___ ._ 207.26 133.201 _____ 226.20
132.11 __..__ 207.39 133.202 ____  226.30
132.31 _ . 207.40 133.203 ____  226.10
132.51 __ . 207.65 133.204 _ 226.42
133.1 ___ .__ 210.3 133.205 ___ 226.102
133.2______ _ 211.1 133.206 _ 226.40
133.3 ___ 211.20 133.207 _ _ 226.80
133.4 — .„ 211.30 133.208 ____  226.58
133.5 _ _ . 211.10 133.209 _ _ 226.110
133.6 _ .. _ 211.42 133.210 ____  226.115
133.7 __.__ 211.101 133.300 _____  229.25
133.8 _ 211.40 138.1 __ ____  299.3
133.9 _ _ 211.55 138.2 ______  299.20
133.10 _ .___ 211.80

The changes being made are nonsub
stantive in nature and for this reason 
notice and public procedure are not pre
requisites to this promulgation. For the 
convenience of the user, the entire text of 
Parts 200, 201, 202, 207, 210, 211, 225, 226, 
229, 250, 290, and 299 of Subchapter C 
is set forth below.

Dated: March 21, 1975.
S am  D. F in e ,

Associate Commissioner for 
Compliance.

Therefore, 21 CFR is amended by re
designating portions of Parts 1 and 3 
of Subchapter A  and Parts 132, 133, and 
138 of Subchapter C as Parts 200, 201, 
202, 207, 210, 211, 225, 226, 229, 250, 290, 
and 299 of Subchapter C—Drugs: Gen
eral, and republished to read as follows:

SUBCHAPTER C— DRUGS: GENERAL
Part
200—  General
201— ¡Labeling

202—  Prescription Drug Advertising
207— Registration of Producers of Drugs and 

Listing of Drugs in Commercial Dis
tribution

210—  Current Good Manufacturing Practices
in Manufacturing, Processing, Pack
ing, or Holding of Drugs: General

211—  Current Good Manufacturing Practice
for Finished Pharmaceuticals

225—  Current Good Manufacturing Practice
for Medicated Feeds

226—  Current Good Manufacturing Practice
for Medicated Premixes

229— Current Good Manufacturing Practice 
for Certain Other Drug Products

250— Special Requirements for Specific Hu
man Drugs

290— Controlled Drugs
299— Drugs; Official Names and Established 

Names

PART 200— GENERAL
Subpart A— General Provisions

Sec.
200.5 Mailing of important information 

about drugs.
200.7 Supplying pharmacists with indi

cations and dosage information.
200.10 Contract facilities (including con

sulting laboratories) utilized as 
extramural facilities by pharma
ceutical manufacturers.

200.11 Use of octadecylamine in steam
lines of drug establishments.

200.15 Definition of term “insulin.”
200.18 Use of secondhand containers for 

the shipment or storage of food 
and animal feed.

Subpart B— Manufacturing Procedures Affecting 
New Drug Status

200.30 Sterilization of drugs by irradia
tion.

200.31 Timed release dosage forms.
Subpart C— Requirements for Specific Classes or 

Drugs
200.50 Ophthalmic preparations and dis

pensers.
Subpart D— Suitability of Specific Drug 

Components
200.100 Use of ox bile from condemned

livers from slaughtered animals 
in the manufacture of drugs.

200.101 Suprarenal glands from hog car
casses prior to final inspection.

Authority: Sec. 701, 52 Stat. 1055; 21 
u.S.C. 371, unless otherwise noted.

Subpart A— General Provisions
§ 200.5 Mailing of important informa

tion about drugs.
Manufacturers and distributors of 

drugs and the Food and Drug Adminis
tration occasionally are required to mall 
Important Information about drugs to 
physicians and others responsible for 
patient care. In  the public interest, such 
mall should be distinctive in appearance 
so that it will be promptly recognized and 
read. The Food and Drug Administration 
will make such mailings in accordance 
with the specifications set forth in this 
section. Manufacturers and distributors 
of drugs are asked to make such mailings 
as prescribed by this section and not to 
use the distinctive envelopes for ordinary 
mail.

(a) Use first class mail and No. 10 
white envelopes.

(b) The name and address of the 
agency or the drug manufacturer or dis
tributor is to appear in the upper left 
comer of the envelope.

(c) The following statements are to 
appear in the far left third of the en
velope front, in the type and size indi
cated, centered in a rectangular spa.ce 
approximately 3 inches wide and 2% 
inches high with an approximately %- 
inch-wide border in the color indicated:

(1) When the information concerns 
a significant hazard to health, the state
ment:

IMPORTANT
DRUG

WARNING

The statement shall be in three lines, all 
capitals, and centered. “ Important”  shall 
be in 36 point Gothic Bold type. “Drug” 
and “Warning” shall be in 36 point 
Gothic Condensed type. The rectangle’s
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border and the statement therein shall 
be red.

(2) When the information concerns 
Important changes in drug package 
labeling, the statement:

IMPORTANT
PRESCRIBING
INFORMATION

The statement shall be in three lines, all 
capitals, and centered. "Important” shall 
be in 36 point Gothic Bold type. “Pre
scribing” and “ Information” shall be in 
36 point Gothic Condensed type. The 
rectangle’s border and the statement 
therein shall be blue.

(3) When the information concerns a 
correction of prescription drug advertis
ing or labeling, the statement:

IMPORTANT  
CORRECTION 

OF DRUG  
INFORMATION

The statement shall be in four lines, all 
capitals, and centered. “ Important”  shall 
be in 36 point Gothic Bold type. “Correc
tion,”  “Of Drug,”  and “ Information” 
shall be in 36 point Gothic Condensed 
type. The rectangle’s border and the 
statement therein shall be brown.
(Sec. 705(b), 52 Stat. 1058; 21 UB.C. 375(b))

§ 200.7 Supplying pharmacists with in
dications and dosage information.

There are presently no regulations 
under the Federal Food, Drug, and Cos
metic Act that prevent a manufacturer 
of prescription drugs from sending the 
pharmacist data he needs on indications 
and dosage in exercising his important 
professional function of checking against 
possible mistakes in a prescription. The 
Food and Drug Administration believes 
manufacturers should be encouraged. to 
supply such printed matter to the phar
macist for his professional information. 
Obviously, such printed matter should 
not be displayed to prospective pur
chasers to promote over-the-counter sale 
of prescription drugs.
(Secs. 502(f)(1 ), 503(b) (1 ) (B ) ,  52 Stat. 1051, 
52 Stat. 1052. as amended 65 Stat. 648, 649; 
21'U.S.C. 352(f)(1 ), 3 5 3 (b )(1 )(B ))

§ 200.10 Contract facilities (including 
consulting laboratories) utilized as 
extramural facilities by pharmaceu
tical manufacturers.

(a) Section 704(a) of the Federal 
Food, Drug, and Cosmetic Act specifically 
authorizes inspection of consulting 
laboratories as well as any factory, ware
house, or establishment in which pre
scription drugs are manufactured, proc
essed, packed, or held.

<b) The Food and Drug Administra
tion is aware that many manufacturers 
of pharmaceutical products utilize ex
tramural independent contract facilities, 
such as testing laboratories, contract 
packers or labelers, and custom grinders, 
and regards extramural facilities as an 
extension of the manufacturer’s own 
facility.

(c) The Food and Drug Administra
tion reserves the right to disclose to the 
pharmaceutical manufacturer, or to the 
applicant of a new drug application 
(NDA) or to the sponsor of a Notice of

Claimed Exemption for Investigational 
New Drug (IND ), any information ob
tained during the inspection of an extra
mural facility having a specific bearing 
on the compliance of the manufacturer’s, 
applicant’s, or sponsor’s product with 
the Federal Food, Drug, and Cosmetic 
Act. The Food and Drug Administration’s 
position is that by the acceptance of such 
contract work, the extramural facility 
authorizes such disclosures.

(d) The Food and Drug Administra
tion, does not consider results of valida
tion studies of analytical and assay 
methods and control procedures to be 
trade secrets that'may be withheld from 
the drug manufacturer by the contracted 
extramural facility.
(Secs. 501, 505, 704(a), 52 Stat. 1049-50, as 
amended, 1052-53, as amended, 67 Stat. 477, 
as amended, 76 Stat. 792; 21 U.S.C. 351, 355, 
374(a))

§ 200.11 Use of octadecylamine in steam 
lines of drug establishments.

The Food and Drug Administration 
will not object to the use of octadecyla
mine in steam lines where the steam 
may be used for autoclaving surgical in
struments and gauze if the octadecyla
mine in the steam is not more than 2.4 
parts per million.
(Sec. 502, 52 Stat. 1051; 21 U.S.C. 352)

§ 200.15 Definition of term “insulin.”
For the purposes of sections 502(k) 

and 506 of the act:
(à) The term “insulin” as used therein 

means the active principle of pancreas 
which affects the metabolism of carbo
hydrate in the animal body and which 
is of value in the treatment of diabetes 
mellitus.

(b) The following substances, when 
they are intended for use in the manu
facture of insulin-containing drugs that 
will subsequently be submitted for certi
fication, shall not be considered to be 
subject to certification as “drugs com
posed wholly or partly of insulin” :

(1) Pancreas glands; and
(2) Materials prepared from pan

creas glands, such as “salt cake” and 
“ isoelectric precipitate,” which materials 
must be subjected to further purification 
in order to meet the standards of purity 
established by Part 429 of this chapter.
(Seci 506, 55 Stat. 851; 21 U.S.C. 356)

§ 200.18 Use of secondhand containers 
for the shipment or storage of food 
and animal feed.

(a) Investigations by the Food and 
Drug Administration, the National Com
municable Disease Center of the U.S. 
Public Health Service, the Consumer and 
Marketing Service of the U.S. Depart
ment of Agriculture, and by various State 
public health agencies have revealed 
practices whereby food and animal feed 
stored or shipped in secondhand con
tainers have been rendered dangerous to 
health. Such contamination has been 
the result of the original use of these 
containers for the storage and shipment 
of articles containing or bearing disease 
organisms or poisonous or deleterious 
substances.

(b) The Commissioner concludes that 
such dangerous or potentially dangerous 
practices include, but are not limited to, 
the following:

(1) Some vegetable growers and 
packers employ used poultry crates for 
shipment of fresh vegetables, including 
cabbage and celery. Salmonella orga^ 
nisms are commonly present on dressed 
poultry and in excreta and fluid exu
dates from dressed birds. Thus wooden 
crates in which dressed poultry has been 
iced and packed are potential sources of 
Salmonella or other enteropathogenic 
microorganisms that may contaminate 
fresh vegetables which are frequently 
consumed without heat treatment.

(2) Some potato growers and pro
ducers of animal feeds use secondhand 
bags for shipment of these articles. Such 
bags may have originally been used for 
shipping or storing pesticide-treated seed 
or other articles bearing or containing 
poisonous substances. Thus these sec
ondhand bags are potential sources of 
contamination of the food or animal 
feed stored or shipped therein.

(c) In a policy statement issued 
April 11, 1968, the Food and Drug Ad
ministration declared adulterated within 
the meaning of section 402(a) of the 
Federal Food, Drug, and Cosmetic Act 
shipments of vegetables or other edible 
food in used crates or containers that 
may render the contents injurious to 
health. This policy statement is extended 
so that the Food and Drug Administra
tion will regard as adulterated within 
the meaning of section 402(a) of the act 
shipments of vegetables, other edible 
food, or animal feed in used crates, bags, 
or other containers that may render the 
contents injurious to health.
(Secs. 402(a), 52 Stat. 1046, as amended; 21 
U.S.C. 342(a))

Subpart B— Manufacturing Procedures 
Affecting New Drug Status

§ 200.30 Sterilization of drugs by irra
diation.

There is a current interest in the uti
lization of newly developed sources of 
radiation for the sterilization of drugs. 
Prior to the marketing of a drug steri
lized by such means, it is necessary in 
the interest of protecting the public 
health to establish by adequate investi
gations that the irradiation treatment 
does not cause the drug to become un
safe or otherwise unsuitable for use. Ac
cordingly, all drug products, including 
injections, ophthalmic solutions, surgi
cal sutures, and surgical dressings ster
ilized by means of irradiation are 
regarded as new drugs within the mean
ing of section 201 (p) of the Federal Food, 
Drug, and Cosmetic Act. An effective 
new-drug application pursuant to sec
tion 505 of the act is therefore a pre
requisite to interstate shipment of such 
articles, except as provided by section 
505(1).
(Secs. 201, 505, 52 Stat. 1040, as amended, 
1052, as amended; 21 U.S.C. 321, 355)

§ 200.31 Timed release dosage forms.
(a) Many drugs aj*e now being offered 

in dosage forms that are designed to re-
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lease the active Ingredients over a pro
longed period. There is a possibility of 
unsafe overdosage if such products are 
improperly made and the active ingre
dients are released at one time or over too 
short a time interval. Any such dosage 
form that contains per dosage unit (for 
example, capsule or tablet), a quantity 
of active drug ingredients which is not 
generally recognized as safe for ad
ministration as a single dose under the 
conditions suggested in its labeling, is 
regarded as a new drug within the mean
ing of section 201 (p) of the Federal Food, 
Drug, and Cosmetic Act.

(b) The fact that the labeling of this 
type of drug may claim delayed or pro
longed release of all or some of the active 
ingredients does not affect the new-drug 
status of such articles. A new-drug 
application is required in any such case 
to demonstrate that the drug is in fact 
safe because it is properly made and con
trolled to release the total dose at a safe 
rate. It should be noted particularly that 
such dosage forms are regarded as new 
drugs even when the total daily dosage 
recommended in the labeling is generally 
recognized as safe. For example, a cap
sule containing 50 milligrams of pyrila- 
mine maleate and 15 milligrams of 
phenylephrine hydrochloride, offered for 
sale without prescription, is regarded as 
a new drug for which the distributor 
should have an effective new-drug ap
plication, even though the directions call 
for taking no more than two capsules 
daily. While the daily intake under such 
directions is within the range regarded 
as safe for use in self-medication, the 
single dose is too high for such use unless 
the release of the drug is sufficiently pro
longed. It  is obvious that, in filing a new- 
drug application for such an article, par
ticular attention should be given to data 
which establish that the active ingredi
ents are released over a period of time, 
as represented in the labeling.
(Sec. 201 (p), 62 Stat. 1042; 21 U.S.C. 321 (p ))

Subpart C— Requirements for Special 
Classes of Drugs

§ 200.50 Ophthalmic preparations and 
dispensers.

(a) (1) Informed medical opinion is in 
agreement that all preparations offered 
or intended for ophthalmic use, includ
ing contact lens solutions and prepara
tions for cleansing the eyes, should be 
sterile. I t  is further evident that such 
preparations purport to be of such purity 
and quality as to be suitable for safe use 
in the eye.

(2) The Food and Drug Administration 
concludes that all such preparations, if 
they are not sterile, fall below their pro
fessed standard of purity or quality and 
may be unsafe. In a statement of policy 
issued on September 1, 1964, the Food 
and Drug Administration ruled that 
liquid preparations offered or intended 
for ophthalmic use that are not sterile 
may be regarded as adulterated within 
the meaning of section 501(c) of the 
Federal Food, Drug, and Cosmetic Act, 
and, further, may be deemed misbranded 
within the meaning of section 502 (j) of

the act. This ruling is extended to af
fect all preparations for ophthalmic use.

(3) The containers of ophthalmic 
preparations shall be sterile at the time 
of filling and closing, and the container 
or individual carton shall be so sealed 
that the contents cannot be used with
out destroying the seal. To provide time 
for validation of sterility tests and 
changes to sterile production procedures, 
•this ruling will be effective for non- 
antitbiotic ophthalmic ointment prepa
rations recognized in the official com
pendia (U.S.P. and N.F.) on the dates 
specified in such official compendia. For 
all other ophthalmic ointments, this rul
ing will be effective 12 months after the 
date of publication in the F e d e r a l  R e g i s 
t e r  ( 1 0 - 2 8 - 7 2 ) . ; . .

(b) Liquid ophthalmic preparations 
packed in multiple-dose containers 
should:

(1) Contain one or more suitable and 
harmless substances that will inhibit the 
growth of microorganisms; or

(2) Be so packaged as to volume and 
type of container and so labeled as to 
duration of use and with such necessary 
warnings as to afford adequate protec
tion and minimize the hazard of injury 
resulting from contamination during use.

(c) Eye cups, eye droppers, and other 
dispensers intended for ophthalmic use 
should be sterile, and may be regarded 
as falling below their professed standard 
of purity or quality if they are not sterile. 
They should be so packaged as to main
tain sterility until the package is opened 
and be so labeled, on or within the retail 
package, as to afford adequate directions 
and necessary warnings to minimize the 
hazard of injury resulting from con
tamination during use.

Subpart D— Suitability of Specific Drug 
Components

§200.100 Use of ox bile from con
demned livers from slaughtered ani
mals in the manufacture of drugs.

(a) Conferences have recently been 
held between members of the Depart
ment of Health, Education, and Welfare 
and representatives of the Agricultural 
Research Service, Department of Agri
culture, concerning requests made to 
that agency for the release of ox bile 
from condemned livers of slaughtered 
animals for use in the manufacture of 
certain drugs.

(b) The Secretary of Health, Educa
tion, and Welfare has given careful con
sideration to this problem and has 
reached the conclusion that no hazard to 
public health will be involved in the re
lease of such ox bile, after the addition to 
it of sufficient sodium hydroxide to give 
the mixture a sodium hydroxide content 
of not less than 5 percent, the mixture 
then being allowed to stand at least 24 
hours. This Department will not regard 
as in violation of the provisions of the 
Federal Food, Drug, and Cosmetic Act 
such alkalized and aged ox bile, if labeled 
“Ox Bile and Sodium Hydroxide (or Ox 
Bile and Sodium Hydroxide Solution). 
Sodium hydroxidemot less than 5 percent 
by weight. For manufacturing use only,” 
together with a statement of the quan

tity of contents in the container (for ex
ample, “50 gallons” ) and the name and 
address of the manufacturer, packer, or 
shipper.

(c) Bile from the condemned livers of 
sheep and goats also may be released, 
under the same conditions as outlined in 
the preceding paragraph, except that 
the words “Sheep Bile” or “Goat Bile,”  
as the case may be, shall be substituted 
for the words “Ox Bile”  upon the label. 
In the case of mixtures of bile from any 
two or all three of the sources mentioned, 
the label shall indicate the sources of 
such bile.
§ 200.101 Suprarenal glands from hog 

carcasses prior to final inspection.
(a) The Agricultural Research Serv

ice of the U.S. Department of Agricul
ture has informed the Food and Drug 
Administration of the Department of 
Health, Education, and Welfare that, 
under appropriate conditions, it will per
mit the removal of suprarenal glands 
from hogs that have not been finally in
spected by Federal Inspectors. The 
glands to be so obtained are intended for 
use in manufacturing extracts contain
ing one or more of the therapeutically 
useful constituents of suparenal glands.

(b) Under the conditions specified in 
this section, the Secretary of Health, 
Education, and Welfare has determined 
that the public health will be adequately 
protected from any danger from the use 
of drugs, made in whole or in part from 
suprarenal glands of hogs that may be 
condemned by Federal inspectors of the 
Department of Agriculture after re
moval of such glands from the carcasses, 
arising from any abnormality of such 
carcasses if such glands are subjected to 
the following prescribed * treatment, 
which will destroy or eliminate any mi
croorganisms or toxins that might be 
present in the glands:

(c) The glands are subjected to quick 
freezing promptly upon removal from 
the carcasses and maintained in a frozen 
state until they are ground and im
mersed in 95 percent to 100 percent ace
tone. The ground tissues remain in the 
acetone for a period of not less than 6 
days, the mixture is filtered, and the 
residue is binned.

PART 201— LABELING
Subpart A— General Labeling Provisions

Sec.
201.1 Drugs and devices; name and place 

of business of manufacturer, 
packer or distributor.

201.5 Drugs and devices; adequate direc
tions for use.

201.6 Drugs and devices; misleading
statements.

201.10 Drugs; statement of ingredients.
201.15 Drugs and devices; prominence of

required label statements.
201.16 Drugs and devices; Spanish-

language version of certain re
quired statements.

201.17 Drugs; location of expiration date.
201.18 Drugs; significance of control

numbers.
201.19 Drugs; use of term “infant”.
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Subpart B— Labeling Requirements for 
Prescription Drugs and/or Insulin

Sec.
201.50 Statement of identity.
201.51 Declaration of net quantity of con

tents.
201.55 Statement of dosage.
201.56 Content and format of labeling.
Subpart C— Labeling Requirements for Over-the- 

Counter Drugs and Devices
201.60 Principal display panel.
201.61 Statement of identity.
201.62 Declaration of net quantity of con-*

tents.
Subpart D— Exemptions from Adequate 

Directions for Use
201.100 Prescription drugs for human use. 
201.105 Veterinary drugs.
.201.109 Prescription devices.
201.110 Retail exemption for veterinary 

drugs and prescription devices. -
201.115 New drugs or new animal drugs.
201.116 -Drugs and devices having commonly

known directions.
201.117 Inactive ingredients.
201.119 In vitro diagnostic products.
201.120 Prescription chemicals and other

prescription components.
201.122 Drugs and devices for processing, 

repacking, or manufacturing. 
201.125 Drugs and devices for use in teach

ing, law enforcement, research, 
and analysis.

201.127 Drugs and devices; expiration of
exemptions.

201.128 Meaning of “Intended uses”.
Subpart E— Other Exemptions

201.150 Drugs and devices; processing, label
ing, or repacking.

201.160 Drugs; information commonly
known. '

201.161 Carbon dioxide and certain other
gases.

Subpart F— Labeling Claims for Drugs ir>
Drug Efficacy Study

201.200 Disclosure of drug efficacy study 
- evaluations in labeling and adver

tising.
Subpart G— Specific Labeling Requirements 

for Specific Drug Products
201.300 Notice to manufacturers, packers,

and distributors of glandular 
preparations.

201.301 Notice to manufacturers, packers,
and distributors of estrogenic 
hormone preparations.

201.302 Notice to manufacturers, packers,
and distributors of drugs for in
ternal use which contain mineral 
oil.

201.303 Labeling of drug preparations con
taining significant proportions of 
wintergreen oil.

201.304 Tannic acid and barium enema
preparations.

201.305 Isoproterenol inhalation prepara
tions (pressurized aerosols, neb
ulizers, powders) for human use; 
warnings.

201.306 Potassium salt preparations in
tended for oral ingestion by man.

201.307 Chlorcyclizine, cyclizine, meclizine;
warnings; labeling requirements.

201.308 Ipecac syrup; warnings and direc
tions for use for over-the-counter 
sale.

201.309 Acetophenetidin (phenacetin)-
containing preparations; neces
sary warning statement.

201.310 Phenindione; labeling of drug
preparations intended for use by 
man.

201.311 Aminopyrine or dipyrone drug prep
arations for human use; direc
tions and warnings.

Sec.
201.312 Magnesium sulfate heptahydrate;

label declaration on drug prod
ucts.

201.313 Estradiol labeling.
201.314 Labeling of drug preparations con

taining salicylates.
201.315 Over-the-counter drugs for minor

sore throats; suggested warning.
Subpart H— Special Requirementsfor

_______ Specific Devices
201.405 Labeling of articles intended for 

lay use in the repairing and/or
refitting of dentures. ...... .....

201.410 Use o f  impact-resistant lenses in 
eyeglasses and sunglasses.

Authority : Sec. 701, 52 Stat. 1055-1056 as 
amended; 21 U.S.C. 371, unless otherwise 
noted.

Subpart A— General Labeling Provisions
§ 201.1 Drugs and devices; name and 

place of business of manufacturer, 
packer or distributor.

(a) The label of a drug or device in 
package form shall specify conspicuously 
the name and place of business of the 
manufacturer, packer, or distributor.

(b) The requirement for declaration of 
the name of the manufacturer, packer, 
or distributor shall be deemed to be satis
fied, in the case of a corporation, only by 
the actual corporate name which may be 
preceded or followed by the name of the 
particular division of the corporation. 
Abbreviations for “Company,” “ Incor
porated,” etc., may be used and “The” 
may be omitted. In the case of an in
dividual, partnership, or association, the 
name under which the business is con
ducted shall be used.

(c) Where a drug or device is not 
manufactured by the person whose name 
appears on the label, the name shall be 
qualified by a phrase that reveals the 
connection sucn person has with such 
drug or device; such as, “Manufactured
f o r ______ ” , “Distributed by ______ ” , or
any other wording that expresses the 
facts.

(d) The statement of the place of busi
ness shall include the street address, 
city, State, and ZIP Code; however, the 
street address may be omitted if it is 
shown in a current city directory or tele
phone directory. The requirement for in
clusion of the ZIP Code shall apply only 
to consumer commodity labels developed 
or revised after the effective date of this 
section. In thé case of nonconsumer 
packages, the ZIP Code shall appear 
either on the label or the labeling (in
cluding the invoice).

(e) I f  a person manufactures, packs, 
or distributes a drug or device at a place 
other than his principal place of busi
ness, the label may state the principal 
place of business in lieu of the actual 
place where such drug or device was 
manufactured or packed or is to be dis
tributed, unless such statement would be 
misleading.
§ 201.5 Drugs and devices; adequate 

directions for use.
- ‘Adequate directions for use” means 

directions under which the layman 
can use a drug or device safely and 
for the purposes for which it is intended 
(Section 201.128 defines “ intended use.” )

Directions for use may be inadequate 
because (among other reasons) of omis
sion, in whole or in part, or incorrect 
specification of :

(a) Statements of all conditions, pur
poses, or uses for which such drug or 
device is intended, including conditions, 
purposes, or uses for which it is pre
scribed, recommended, or suggested in 
its oral, written, printed, or graphic ad
vertising, and conditions, purposes, or 
uses for which the drug or device is

.commonly used; except that such state
ments shall not refer to conditions, 
uses, or purposes for which the drug or 
device can be safely used only under 
the supervision of a practitioner licensed 
by law and for which it is advertised 
solely to such practitioner.

(b) Quantity of dose (including usual 
quantities for each of the uses for which 
it is intended and usual quantities for 
persons of different ages and different 
physical conditions).

(c) Frequency of administration or 
application.

(d) Duration of administration or ap
plication.

(e) Time of administration or appli
cation (in relation to time of meals, time 
of onset of symptoms, or other time fac
tors) .

(f) Route or method of administra
tion or application.

(g) Preparation for use (shaking, di
lution, adjustment of temperature, or 
other manipulation or process).
§ 201.6 Drugs and devices; misleading 

statements.
<a) Among representations in the la

beling of a drug or device which render 
such drug or device misbranded is a false 
or misleading representation with respect 
to another drug or device or a food or 
cosmetic.

(b) The labeling of a drug which con
tains two or more ingredients may be 
misleading by reason (among other rea
sons) of the designation of such drug in 
such' labeling by a name which includes 
or suggests the name of one or more but 
not all such ingredients, even though 
tiie names of all such ingredients are 
stated elsewhere in the labeling.
( Sec. 502, 52 Stat. 1050, as amended; 21 U.S.C. 
352)

§201.10 Drugs; stalement of ingredi
ents.

<"a) The ingredient information re
quired by section 502(e) of the Federal 
Food, Drug, and Cosmetic Act shall ap
pear together, without any intervening 
written, printed, or graphic matter, ex
cept the proprietary names of ingredi
ents. which may be included with the 
listing of established names, and such 
statements as “Warning—May be habit 
forming” that are specifically required 
for certain ingredients by the act or 
regulations in this chapter.

(b) The term “ ingredient” applies to 
any substance in the drug, whether added 
to the formulation as a single substance 
or in admixture with other substances.

(c) The labeling of a drug may be 
misleading by reason (among other rea
sons) of;
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(1) The order In which the names 
of the ingredients present in the drug 
appear in the labeling, or the relative 
prominence otherwise given such names.

(2) Failure to reveal the proportion 
of, or other fact with respect to, an 
ingredient present in such drug, when 
such proportion or other fact is material 
in the light of the representation that 
such ingredient is present in such drug.

(3) The employment of a fanciful 
proprietary name for a drug or ingre
dient in such a manner as to imply that 
the drug or ingredient has some unique 
effectiveness or composition when, in 
fact, the drug or ingredient is a common 
substance, the limitations of which are 
readily recognized when the drug or in
gredient is listed by its established name.

(4) The featuring in the labeling of 
inert or inactive ingredients in a manner 
that creates an impression of value 
greater than their true functional role 
in the formulation.

(5) Designation of a drug or ingredi
ent by a proprietary name that, because 
of similarity in spelling or pronuncia
tion, may be confused with the proprie
tary name or the established name of a 
different drug or ingredient.

(d )  (1) If  the drug is in tablet or cap
sule form or other unit dosage form, any 
statement of the quantity of an ingre
dient contained therein shall express the 
quantity of such ingredient in each such 
unit. I f  the drug is not in unit dosage 
form, any statement of the quantity of 
an ingredient contained therein shall ex
press the amount of such ingredient in 
a specified unit of weight or measure of 
the drug, or the percentage of such in
gredient in such drug. Such statements 
shall be in terms that are informative to 
licensed practitioners, in the case of a 
prescription drug, and to the layman, in 
the case of a nonprescription drug.

(2) A statement of the percentage of 
an ingredient In a drug shall, if the 
term “percent”  is used without quali
fication, mean percent weight-ln-weight, 
if the ingredient and the drug are both 
solids, or if the ingredient is a liquid and 
the drug is a solid; percent weight in 
volume at 68* F. (20° C.), if the in
gredient is a solid and the drug is a 
liquid; and percent volume in volume at 
68* F. (20° C.>, if both the ingredient 
and the drug are liquids, except that 
alcohol shall be stated in terms of per
cent volume of absolute alcohol at 60°
F. (15.56* C.>.

(e) A derivative or preparation of a 
substance named in section 502(e) of the 
act is an article derived or prepared from 
such substance by any method, includ
ing actual or theoretical chemical action

(f) I f  an ingredient is a derivative or 
preparation of a substance specifically 
named in section 502(e) of the act and 
the established name of such ingredient 
does not indicate that It Is a derivative 
or preparation of the parent substance 
named lr. section 502(e) of the act, the 
labeling shall, in conjunction with the 
listing of the established name of such 
ingredient, declare that such article is a 
derivative or preparation of such parent 
substance.

(g) (1) I f  the label or labeling of a 
prescription drug bears a proprietary 
name or designation for the drug or any 
ingredient thereof, the established name, 
if such there be, corresponding to such 
proprietary name or designation shall 
accompany such proprietary name or 
designation each time it is featured on 
the label or in the labeling for the drug; 
but, except as provided in this sub- 
paragraph, the established name need 
not be used with the proprietary name 
or designation in the running text of the 
label or labeling. On any label or page of 
labeling in which the proprietary name 
or designation is not featured but is used 
in the running text, the established name 
shall be used at least once in the running 
text in association with such proprietary 
name or designation and in the same 
type size used in such running text: Pro
vided, however, That if the proprietary 
name or designation is used in the run
ning text in larger size type, the estab
lished name shall be used at least once 
in association with, and in type at least 
half as large as the type used for, the 
most prominent presentation of the pro
prietary name or designation in such 
running text. I f  any labeling includes a 
column with running text containing de
tailed information as to composition, 
prescribing, side effects, or contraindica
tions and the proprietary name or desig
nation is used in such column but is not 
featured above or below the column, the 
established name shall be used at least 
once in such column of running text in 
association with such proprietary name 
or designation and in the same type size 
used in such column of running text: 
Provided, however, That if  the pro
prietary name or designation is used in 
such column of running text in larger 
size type, the established name shall be 
used at least once in association with, 
and in type at least half as large as the 
type used for, the most prominent pres
entation of the proprietary name or 
designation in such column of running 
text. Where the established name is re
quired to accompany or to be used in as
sociation with the proprietary name or 
designation, the established name shall 
be placed in direct conjunction with the 
proprietary name or designation, and the 
relationship between the proprietary 
name or designation and the established 
name shall be made clear by use of a 
phrase such as “ brand of” preceding the 
established name, by brackets surround
ing the established name, or by other 
suitable means.

(2) The established name shall be 
printed in letters that are at least half 
as large as the letters comprising the 
proprietary name or designation with 
which it is joined, and the established 
name shall have a prominence commen
surate with the prominence with which 
such proprietary name or designation 
appears, taking into account all perti
nent factors, including typography, lay
out. contrast, and other printing 
features.

(h )  (1) In the case of a prescription 
drug containing two or more active in
gredients, if the label bears a proprietary

name or designation for such mixture 
and there is no established name corre
sponding to such proprietary name or 
designation, the quantitative ingredient 
information required on the label by sec
tion 502(e) of the act shall be placed in 
direct conjunction with the most promi
nent display of the proprietary name or 
designation. The prominence of the 
quantitative ingredient information shall 
bear a reasonable relationship tp the 
prominence of the proprietary name.

(2) I f  the drug is packaged in a con
tainer too small to bear the quantitative 
ingredient information on the main dis
play panel, the quantitative ingredient 
information required by section 502(e) 
of the act may appear elsewhere on the 
label, even though the proprietary name 
or designation appears on the main dis
play panel of the label; but side- or back- 
panel placement shall in this case be so 
arranged and printed as to provide size 
and prominence of display reasonably 
related to the size and prominence of the 
front-panel display.

(1) A drug packaged in a container too 
small or otherwise unable to accommo
date a label with sufficient space to bear 
the information required for compliance 
with section 502(e) (1) (A ) (ii) and (B) 
of the act shall be exempt from compli
ance with those clauses: Provided, That:

(1) The label bears:
(1) The proprietary name of the drug:
(ii) The established name, if such 

there be, of the drug;
(iii) An identifying lot or control 

number; and
(iv) The name of the manufacturer, 

packer, or distributor of the drug; and
(2) All the information required to 

appear on the label by the act and the 
regulations in this chapter appears on 
the carton or other outer container or 
wrapper if such carton, outer container, 
or wrapper has sufficient space to bear 
such information, or such complete label 
information appears on a leaflet with the 
package.
§ 201.15 Drugs and devices; prominence 

of required label statements.
(a) A word, statement, or other in

formation required by or under authority 
of the act to appear on the label may lack 
that prominence and conspicuousness re
quired by section 502(c) of the act by 
reason (among other reasons) of:

(1) The failure of such word, state
ment, or Information to appear on the 
part or panel of the label which is pre
sented or displayed under customary 
conditions of purchase;

(2) The failure of such word, state
ment, or information to appear on two 
or more parts or panels of the label, each 
of which has sufficient space therefor, 
and each of which is so designed as to 
render it likely to be, under customary 
conditions of purchase, the part or panel 
displayed;

(3) The failure of the label to extend 
over the area of the container or package 
available for such extension, so as to 
provide sufficient label space for the 
prominent placing of such word, state
ment, or information;
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(4) Insufficiency of label space (for 
the prominent placing of such word, 
statement, 01 information) resulting 
from the use of label space for any word, 
statement, design, or device which is not 
required by or under authority of the act 
to appear on the label;

(5) Insufficiency of label space (for 
the prominent placing of such word, 
statement, or information) resulting 
from the use of label space to give ma
terially greater conspicuousness to any 
other word, statement, or information, 
or to any design or device; or

(6) Smallness or style of type in 
which such word, statement, or informa
tion appears, insufficient background 
contrast, obscuring designs or vignettes, 
or crowding with other written, printed, 
or graphic matter.

(b) No exemption depending on in
sufficiency of label space, as prescribed 
in regulations promulgated under sec
tion 502 (b) or (e) of the act, shall apply 
if such insufficiency is caused by:

(1) The use of label space for any 
word, statement, design, or device which 
•is not required by or under authority of 
the act to appear on the label;

(2) The use of label space to give 
greater conspicuousness to any word, 
statement, or other information than is 
required by section 502 (c) of the act; or

(3) The use of label space for any 
representation in a foreign language.

( c )  (1) All words, statements, and 
other information required by or under 
authority of the act to appear on the 
label or labeling shall appear thereon in 
the English language: Provided, how
ever, That in the case of articles distrib
uted solely in the Commonwealth of 
Puerto Rico or in a Territory where the 
predominant language is one other than 
English, the predominant language may 
be substituted for English.

(2) i f  the label contains any repre
sentation in a foreign language, all 
words, statements, and other informa
tion required by or under authority of, 
the act to appear on the label shall 
appear thereon in the foreign language.

(3) I f  the labeling contains any repre
sentation in a foreign language, all 
words, statements, and other informa
tion required by or under authority of 
the act to appear on the label or labeling 
shall appear on the labeling in the for
eign language.
(Sec. 502, 52 Stat. 1050, as amended; 21 
U.S.C. 352)

§ 201.16 Drugs and devices; Spanish- 
language version of certain required 
statements.

An increasing number of medications 
restricted to prescription use only are 
being labeled solely in Spanish for dis
tribution in the Commonwealth of Puerto 
Rico where Spanish is the predominant 
language. Such labeling is authorized 
under § 201.15(c). Two required warn
ings. the wording of which is fixed by 
law in the English language, are pres
ently being translated in various ways, 
from literal translation to loose inter
pretation. The statutory nature of 
these two statements requires that the'
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translation must convey the meaning 
properly, in order to avoid confusion and 
dilution of the purposes of the warnings. 
The Commissioner of Pood and Drugs 
hereby adopts the following Spanish- 
language versions as the accepted equiv
alents of the English wording of the 
following:

(a) Section 503(b) (4) of the Federal 
Pood, Drug, and Cosmetic Act requires 
the statement “Caution: Federal law 
prohibits dispensing without prescrip
tion.”  The Spanish version of this shall 
be: “Precaución: La ley Federal prohíbe 
su despacho sin prescripción facultativa.”

(b) Section 502(d) of the Federal 
Food, Drug, and Cosmetic Act requires 
the statement “Warning—May be habit 
forming” on habit-forming drugs. The 
Spanish version of this shall be: “Aviso— 
Puede formar habito o vicio.”
§ 201.17 Drugs; location of expiration 

date.
Drugs which require an expiration 

date should show the expiration date 
on the immediate container. When the 
immediate container is packaged in an 
individual carton, the expiration date 
should also be placed on the carton. 
When single-dose containers are packed 
In individual cartons, the expiration date 
may properly appear on the carton only.
(Secs. 505, 506,507,52 Stat. 1052, as amended, 
55 Stat. 851, 59 Stat. 463. 61 Stat. 12, 63 Stat. 
409; 21 TJ.S.C. 355, 356, 357)

§201.18 Drugs; significance of control 
numbers.

The lot number on the label of a drug 
should be capable of yielding the com
plete manufacturing history of the pack
age. An incorrect lot number may be 
regarded as causing the article to be 
misbranded.
(Sec. 502, 52 Stat. 1050; 21 U.S.C. 352)

§ 201.19 Drugs; use of term “infant”.
The regulations affecting special die

tary foods (§ 125.1(d) of this chapter) 
define an Infant as a child not more 
than 12 months old. Apart from this, 
the Food and Drug Administration has 
not established any definition of the 
term “infant.”  Some question has arisen 
whether, for the purposes of drug label
ing, an infant means a child up to 1 year 
of age or a child up to 2 years of age. 
Until the term is more precisely defined 
by legislation or formal regulation, 
where the exact meaning of the term 
is significant, maufacturers should 
qualify any reference to “ infant”  to in
dicate whether it refers to a child who 
Is not more than 1 year of age, or a child 
not more than 2 years of age.
(Sec. 502, 52 Stat. 1051; 21 U.S.C. 352)

Subpart B— Labeling Requirements for 
Prescription Drugs and/or Insulin

§201.50 Statement of identity.
(a) The label of prescription and in

sulin-containing drugs in package form 
shall bear as one of its principal features 
a statement of the identity of the drug.

(b) Such statement of Identity shall 
be in terms, of the established name of
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the drug. An insulin-containing drug 
shall be further identified by placement 
on the outside container or wrapper of 
the package, and on the label of the 
immediate container, of the distinguish
ing color(s) required by § 429.12 of this 
chapter. In  the case of a prescription 
drug that is a mixture and that has no 
established name, the requirement for 
statement of identity shall be deemed 
to be satisfied by a listing of the quanti
tative ingredient information as pre
scribed by § 201.10.

(c) The statement of identity of a 
prescription drug shall also comply with 
the placement, size and prominence re
quirements of § 201.10.
§ 201.51 Declaration of net quantity of 

contents.
(a) The label of a prescription or in

sulin-containing drug in package form 
shall bear a declaration of the net quan
tity of contents. This shall be expressed 
in the terms of weight, measure, numeri
cal count, or a combination of numerical 
count and weight or measure. The state
ment of quantity of drugs in tablet, cap
sule, ampule, or other unit dosage form 
shall be expressed in terms of numerical 
count; the statement of quantity for 
drugs in other dosage forms shall be In 
terms of weight if  the drug is solid, semi- 
solid, or viscous, or in terms of fluid 
measure if the drug Is liquid. When the 
drug quantity statement is in terms of 
the numerical count of the drug units, it 
shall be augmented to give the weight 
or measure of the drug units or the quan
tity of each active ingredient in each drug 
unit or, when quantity does not ac
curately reflect drug potency, a statement 
of the drug potency.

(b) Statements of weight of the con
tents shall in the case of prescription 
drugs be expressed in terms of avoirdu
pois pound, ounce, and grain or of kilo
gram, gram, and subdivisions thereof. A  
statement of liquid measure of the con
tents shall in the case of prescription 
drugs be expressed in terms of the U.S. 
gallon of 231 cubic inches and quart, 
pint, fluid-ounce, and fluid-dram sub
divisions thereof, or of the liter and milli
liter, or cubic centimeter, and shall ex
press the volume at 68° F. (20° C.). A  
statement of the liquid measure of the 
contents in the case of insulin-contain
ing drugs shall be expressed in terms of 
the liter and milliliter, or cubic centi
meter, and shall express the volume at 
68° F. (20° C.).

(c) The declaration shall contain only 
such fractions as are generally used in 
expressing the quantity of the drug. A 
common fraction shall be reduced to its 
lowest terms; a decimal fraction shall 
not be carried out to more than three 
places, except in the case of a statement 
of the quantity of an active ingredient 
in a unit of a drug.

(d) The declaration shall appear as 
a distinct item on the label and, in the 
case of large volume parenterais, may 
be embossed on the glass.

(e) The declaration shall accurately 
reveal the quantity of drug in the pack
age exclusive of wrappers and other ma
terial packed therewith.
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( f )  A  statement of the quantity of a 
prescription or insulin-containing drug 
in terms of weight or measure applicable 
to such drug, under the provisions of 
paragraph (a ) . of this section, shall ex
press with prominence and conspicuous
ness the number of the largest whole 
unit, as specified in paragraph (b) of 
this section, that are contained in the 
package. Any remainder shall be ex
pressed in terms of common or decimal 
fractions of such unit or in terms of the 
next smaller whole unit and common or 
decimal fractions thereof.

(g) The declaration of net quantity of 
contents shall express an accurate state
ment of the quantity of contents of the 
package. Reasonable variations caused 
by loss or gain of moisture during the 
course of good distribution practice or 
by unavoidable deviations in good manu
facturing practice will be recognized. 
Variations from stated quantity of con
tents shall not be unreasonably large. In 
the case of a liquid drug in ampules or 
vials, intended for injection, the declara
tion shall be considered to express the 
minimum quantity and the variation 
above the stated measure shall comply 
with the excess volume prescribed by 
the National Formulary or the U.S. 
Pharmacopeia for filling of ampules. In 
the case of a solid drug in ampules or 
vials, the declaration shall be considered 
to express the accurate net weight. 
Variations shall comply with the limita
tions provided in the U.S. Pharmacopeia 
or the National Formulary.

(h) A drug shall be exempt from com
pliance with the net quantity declara
tion required by this section if it is an 
ointment labeled “sample” , “physician’s 
sample” , or a substantially similar state
ment and the contents of the package do 
not exceed 8 grams.
§ 201.55 Statement of dosage.

Section 201.100(b) (2) requires that 
labels for prescription drugs bear a 
statement of the recommended or 
usual dosage. Since the dosage for 
some prescription drugs varies within 
extremely wide limits, depending upon 
the conditions being treated, it may 
not be possible in all cases to pre
sent an informative or useful statement 
of the recommended or usual dosage in 
the space available on the label or carton 
o f the package. It  is the view of the 
Food and Drug Administration that 
when such a situation prevails, compli
ance with this requirement would be met 
by a statement such as “See package in
sert for dosage information” , where the 
detailed information is contained in such 
insert. However, if an informative, 
realistic, recommended or usual dosage 
can readily be set forth on the label, it 
should appear thereon.
§ 201.56 Content and format of labeling.

(a) To be most useful to practitioners, 
labeling information for prescription 
drugs should be orderly and uniform in 
the sequence and kinds of information 
presented. For this reason, the Food and 
Drug Administration recommends that 
prescription drug labeling purporting to 
furnish adequate information for the

RULES AND REGULATIONS

safe and effective use of a drug, as re
quired under § 201.100, should ordinarily' 
contain information in substantially the 
format and order and with the section 
headings as follows:

Description 
Actions 

Indications 
Contraindications 

W arnings 
Precautions 

Adverse Reactions 
Dosage and Administration 

Overdosage (W here Applicable)
How Supplied

(b) The following sections are optional. 
I f  used, they should be placed after the 
information described above.

Anim al  Pharmacology and Toxicology 
Clinical Studies 

References

(c) Although ordinarily prescription 
drug labeling should employ the format, 
order, and section headings described 
in paragraphs (a) and (b) of this sec
tion, in the case of some drugs special 
warnings may be required to appear con
spicuously in the beginning of the label
ing for special attention by physicians 
for the safety of patients. In the case of 
a drug for which there is no information 
applicable to a section heading described 
in paragraph (a ) of this section, such 
heading and section may be omitted.
(Secs. 502, 503, 52 Stat. 1050-52, as amended; 
21 U.S.C. 352, 353)

Subpart C— Labeling Requirements for 
Over-the-Counter Drugs and Devices

§ 201.60 Principal display panel.
The term “principal display panel," as 

it applies to over-the-counter drugs and 
devices in package form and as used in 
this part, means the part of a label that 
is most likely to be displayed, presented, 
shown, or examined under customary 
conditions of display for retail sale. The 
principal display panel shall be large 
enough to accommodate all the manda
tory label information required to be 
placed thereon by this part with clarity 
and conspicuousness and without obscur
ing designs, vignettes, or crowding. 
Where packages bear alternate principal 
display panels, Information required to 
be placed on the principal display panel 
shall be duplicated on each principal dis
play panel. For the purpose of obtaining 
uniform type size in declaring the quan
tity of contents for all packages of sub
stantially the same size, the term “area 
of the principal display panel" means 
the area of the side or surface that bears 
the principal display panel, which area 
shall be:

(a) In the case of a rectangular pack
age where one entire side properly can 
be considered to be the principal display 
panel side, the product of the height 
times the width of that side;

(b) In the case of a cylindrical or 
nearly cylindrical container, 40 percent 
of the product of the height of the con
tainer times the circumference; and

CO -In  the case of any other shape of 
container, 40 percent of the total surface 
of the container: Provided, however, 
That where such container presents an

obvious “principal display panel” such as 
the top of a triangular or circular pack
age, the area shall consist of the entire 
top surface.
In determining the area of the principal 
display panel, exclude tops, bottoms, 
flanges at the tops and bottoms of cans, 
and shoulders and necks of bottles or 
jars. In the case of cylindrical or nearly 
cylindrical containers, information re
quired by this part to appear on the prin
cipal display panel shall appear within 
that 40 percent of the circumference 
which is .most likely to be displayed, 
presented, shown, or examined under 
customary conditions of display for re
tail sale.
§ 201.61 Statement of identity.

(a) The principal display panel of an 
over-the-counter drug or device in pack
age form shall bear as one of its princi
pal features a statement of the identity 
of the commodity.

(b) Such statement of identity shall 
be in terms of the established name of 
the drug, if any there be, or common 
name of the device followed by an ac
curate statement of the general phar
macological category (ies) of the drug 
or the principal intended action (s) of the 
drug or device. In the case of an over- 
the-counter drug that is a mixture and 
that has no established name, this re
quirement shall be deemed to be satisfied 
by a prominent and conspicuous state
ment of the general pharmacological ac
tion (s) of the mixture or of its principal 
intended action(s) in terms that are 
meaningful to the layman. Such state
ments shall be placed in direct conjunc
tion with the most prominent display of 
the proprietary name or designation and 
shall employ terms descriptive of general 
pharmacological category(ies) or prin
cipal intended action(s); for example, 
“'antacid,” “analgesic,” ’ “decongestant,” 
“antihistaminic,” etc. The indications for 
use shall be included in the directions 
for use of the drug, as required by sec
tion 502(f) (1) of the act and by the 
regulations in this part.

(c) The statement of identity shall be 
presented in bold face type on the prin
cipal display panel, shall be in a size 
reasonably related to the most prominent 
printed matter on such panel, and shall 
be in lines generally parallel to the base 
on which the package rests as it is de
signed to be displayed.
§ 201.62 Declaration of net quantity of 

contents.
(a) The label of an over-the-counter 

drug or device in package form shall bear 
a declaration of the net quantity of con
tents. This shall be expressed in the 
terms of weight, measure, numerical 
count, or a combination or numerical 
count and weight, measure, or size. The 
statement of quantity of drugs in tablet, 
capsule, ampule, or other unit form and 
the quantity of devices shall be expressed 
in terms of numerical count; the state
ment of quantity for drugs in other 
dosage forms shall be in terms of weight 
if the drug is solid, semisolid, or viscous, 
or in terms of fluid measure if the drug
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is liquid. The drug quantity statement 
shall be augmented when necessary to 
give accurate information as to the 
strength of such drug in the package; for 
example, to differentiate between several 
strengths of the same drug ‘‘100 tablets, 
5 grains each” or “ 100 capsules, 125 mil
ligrams each” or “ 100 capsules, 250 milli
grams each?: Provided, That:

(1) In the case of a firmly established, 
general consumer usage and trade cus
tom of declaring the quantity of a drug 
or device in terms of linear measure or 
measure of area, such respective term 
may be used. Such term shall be aug
mented when necessary for accuracy of 
information by a statement of the weight, 
measure, or size of the individual units or 
of the entire drug or device; for example, 
the net quantity of adhesive tape in pack
age form shall be expressed in terms of 
linear measure augmented by a state
ment of its width.

(2) I f  the declaration of contents for 
a device by numerical count does not give 
accurate information as to the quantity 
of the device In the package, it shall be 
augmented by such statement of weight, 
measure, or size of the individual units 
or of tiie total weight, measure, or size of 
the device as will give such information; 
for example, “ 100 tongue depressors, 
adult size,”  "1 rectal syringe, adult size,” 
etc. Whenever the Commissioner deter
mines for a specific packaged drug or 
device that an existing practice of de
claring net quantity of contents by 
weight, measure, numerical count, or a 
combination of these does not facilitate 
value comparisons by consumers, he shall

.by regulation designate the appropriate 
term or terms to be used for such article.

(b) Statements of weight of the con
tents shall be expressed in terms of 
avoirdupois pound and ounce. A state
ment of liquid measure of the contents 
shall be expressed in terms of the US. 
gallon of 231 cubic inches and quart, 
pint, and fluid-ounce subdivisions there
of, and shall express the volume at 68* F. 
(20* C.) (see also paragraph (p) of this 
section).

(c) The declaration may contain com
mon or decimal fractions. A  common 
fraction shall be in terms of halves, 
quarters, eighths, sixteenths, or thirty- 
seconds; except that if there exists a 
firmly established, general consumer 
usage and trade custom of employing 
different common fractions in the net 
quantity declaration of a particular com
modity, they may be employed. A com
mon fraction shall be reduced to its 
lowest terms; a decimal fraction shall 
not be carried out to more than two 
places. A statement that includes small 
fractions of an ounce shall be deemed to 
permit smaller variations than one 
which does not include such fractions.

(d) The declaration shall be located 
on the principal display panel of the 
label, and with respect to packages bear
ing alternate principal panels it shall be 
duplicated on each principal display 
panel.

(e) The declaration shall appear as a 
distinct item on the principal display 
panel, shall be separated (by at least a

space equal to the height of the lettering 
used in the declaration) from other 
printed label information appearing 
above or below the declaration and (by 
at least a space equal to twice the width 
of the letter “N”  of the style of type 
used in the quantity of contents state
ment) from other printed label informa
tion appearing to the left or right of the 
declaration. It  shall not include any 
term qualifying a unit of weight, meas
ure, or count (such as “giant pint” and 
“ full quart” ) that tends to exaggerate 
the amount of the drug in the con
tainer. It  shall be placed on the principal 
display panel within the bottom 30 per
cent of the area of the label panel in 
lines generally parallel to the base on 
which the package rests as it 1s de
signed to be displayed: Provided, That:

(1) On packages having a principal 
display panel of 5 square inches or less 
the requirement for placement within 
the bottom 30 percent of the area of the 
label panel shall not apply when the dec
laration of net quantity of contents 
meets the other requirements of this 
part; and

(2) In the case of a drug that is 
marketed with both outer and inner re
tail containers bearing the mandatory 
label information required by this part 
and the inner container is not intended 
to be sold separately, the net quantity of 
contents placement requirement of this 
section applicable to such inner container 
is waived.

(3) The principal display panel of a 
drug marketed on a display card to which 
the immediate container is affixed may 
be considered to be the display panel of 
the card, and the type size of the net 
quantity of contents statement is gov
erned by the dimensions of the display 
card.

(f ) The declaration shall accurately 
reveal the quantity of drug or device in 
the package exclusive of wrappers and 
other material packed therewith: Pro
vided, That in the case of drugs packed 
In containers designed to deliver the drug 
under pressure, the declaration shall 
state the net quantity of the contents 
that will be expelled when the instruc
tions for use as shown on the container 
are followed. The propellant is included 
in the net quantity declaration.

(g) The declaration shall appear in 
conspicuous and easily legible boldface 
print or type in distinct contrast (by 
typography, layout, color, embossing, or 
molding) to other matter on the pack
age; except that a declaration of net 
quantity blown, embossed, or molded on 
a glass or plastic surface is permissible 
when all label information is so formed 
on the surface. Requirements of con
spicuousness and legibility shall include 
the specifications that:

(1) The ratio of height to width (of 
the letter) shall not exceed a differential 
of 3 units to 1 unit ( no more than 3 times 
as high as it is wide)

(2) Letter heights pertain to upper 
case or capital letters. When upper and 
lower case or all lower case letters are 
used, it is the lower case letter “ o” or its 
equivalent that shall meet the minimum 
standards.

(3) When fractions are used, each 
component numeral shall meet one-half 
the minimum height standards.

(h) The declaration shall be in letters 
and numerals in a type size established 
in relationship to the area of the prin
cipal display panel of the package and 
shall be uniform for all packages of sub
stantially the same size by complying 
with the following type specifications:

(1) Not less than one-sixteenth inch 
in height on packages the principal dis
play panel of which has an area of 5 
square inches or less.

(2) Not less than one-eighth inch in 
height on packages the principal display 
panel of which has an area of more than 
five but not more than 25 square inches.

(3) Not less than three-sixteenths inch 
in height on packages the principal dis
play panel of which has an area of more 
than 25 but not more than 100 square 
Inches.

(4) Not less than one-fourth inch in 
height on packages the principal display 
100 square inches, except not less than 
one-half inch in height if the area is 
more than 400 square inches.
Where the declaration is blown, em
bossed, or molded on a glass or plastic 
surface rather than by printing, typing, 
or coloring, the lettering sizes specified 
in paragraphs (h) (1) through (4) of 
this section shall be increased by one- 
sixteenth of an inch

(i) On packages containing less than 
4 pounds or 1 gallon and labeled in terms 
of weight or fluid measure:

(1) The declaration shall be expressed 
both in ounces, with identification by 
weight or by liquid measure and, if appli
cable (1 pound or 1 pint or more) 
followed in parentheses by a declaration 
in pounds for weight units, with any re
mainder In terms of ounces or common 
or decimal fractions of the pound (see 
examples set forth in paragraph (k) 
(1) and (2) of this section), or in the 
case of liquid measure, in the largest 
whole units (quarts, quarts and pints, or 
pints, as appropriate) with any re
mainder in terms of fluid ounces or 
common or decimal fractions of the pint 
or quart (see examples set forth in para
graph (k) (3) and (4) of this section). 
If  the net weight of the package is less 
panel of which has an area of more than 
than 1 ounce avoirdupois or the net fluid 
measure is less than 1 fluid ounce, the 
declaration shall be in terms of common 
or decimal fractions of the respective 
ounce and not in terms of drams.

(2) The declaration may appear in 
more than one line. The term “net 
weight”  shall be used when stilting the 
net quantity of contents in terms of 
weight. Use of the terms “ net”  or “net 
contents” in terms of fluid measure or 
numerical count is optional. It  is suffi
cient to distinguish avoirdupois ounce 
from fluid ounce through association of 
terms; for example, “Net wt. 6 oz.”  or “ 6 
oz. net wt.,”  and “6 fl. oz.”  or “net con
tents 6 fl. oz.”

( j )  On packages containing 4 pounds 
or 1 gallon or more and labeled in terms 
of weight or fluid measure, the declara
tion shall be expressed in pounds for
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weight units with any remainder in 
terms of ounces or common or decimal 
fractions of the pound; in the case of 
fluid measure, it shall be expressed in 
the largest whole unit (gallons, followed 
by common or decimal fractions of a 
gallon or by the next smaller whole unit 
or units (quarts or quarts and pints)) 
with any remainder in terms of fluid 
ounces or common or decimal fractions 
of the pint or quart (see paragraph (k)
(5) of this section),

(k) Examples:
( l )  A declaration of 1 ̂  pounds weight 

shall be expressed as “Net wt. 24 os. 
(1 lb. 8 oz.),” “Net wt. 24 oz. ( iy 2 lb .)” 
or “Net wt. 24 oz. (1.5 lb.)

(2) A declaration of three-fourths 
pound avoirdupois weight shall be ex
pressed as “Net wt. 12 oz.”

(3) A declaration of 1 quart liquid 
measure shall be expressed as “Net con
tents 32 fl. oz. (1 qt.)” or “ 32 fl. oz. (1 
qt.).”

(4) A declaration of 1% quarts liquid 
measure shall be expressed as “Net con
tents 56 fl. oz. (1 qt. 1 pt. 8 oz.)”  or “Net 
contents 56 fl. oz. (1 qt. 1.5 pt.),”  but 
not in terms of quart and ounce such as 
“Net 56 fl. oz. (1 qt. 24 oz.).”

(5) A declaration of 2^  gallons liquid 
measure shall be expressed as “Net con
tents 2 gal. 2 qt.,” “Net contents 2.5 
gallons,” or “Net contents 2Vfe gal.”  but 
not as “2 gal. 4 pt.”

(1) For quantities, the following ab
breviations and none other may be 
employed (periods and plural forms are 
optional):
gallon gal. 
quart qt. 
pint pt. 
ounce oz. 
pound lb. 
grain gr. 
kilogram kg. 
gram g. 
milligram mg. 
microgram meg. 
liter 1.

milliliter ml. 
cubic centimeter cc. 
yard yd. 
feet or foot ft. 
inch in. 
meter m. 
centimeter cm. 
millimeter mm. 
fluid fl. 
square sq. 
weight wt.

(m) On packages labeled in terms of 
linear measure, the declaration shall be 
expressed both in terms of inches and, if 
applicable (1 foot or more), the largest 
whole units (yards, yards and feet, fee t). 
The declaration in terms of the largest 
whole units shall be in parentheses fol
lowing the declaration in terms of inches 
and any remainder shall be in terms of 
inches or common or decimal fractions of 
the foot or yard; if applicable (as in the 
case of adhesive tape), the initial declar
ation in linear inches shall be preceded 
by a statement of the width. Examples 
of linear measure are “ 86 inches (2 yd. 1 
ft. 2 in.),”  “ 90 inches (2% yd.),”  “ 30 
inches (2.5 ft.),”  “ % inch by 36 in. (1 
yd.),” etc.

(n) On packages labeled in terms of 
area measure, the declaration shall be ex
pressed both in terms of square inches 
and, if applicable (1 square foot or more), 
the largest whole square unit (square 
yards, square yards and square feet, 
square fee t). The declaration in terms of 
the largest whole units shall be in paren
theses following the declaration in terms 
of square inches and any remainder shall 
be in terms of square inches or common

or decimal fractions of the square foot 
or square yard; for example, “ 158 sq. 
inches (1 sq. ft. 14 sq. in.).”

(0) Nothing in this section shall pro
hibit supplemental statements at loca
tions other than the principal display 
panel (s) describing in nondeceptive 
terms the net quantity of contents, pro
vided that such supplemental statements 
of net quantity of contents shall not in
clude any term qualifying a unit of 
weight, measure, or count that tends to 
exaggerate the amount of the drug or 
device contained in the package; for 
example, “giant pint” and “ full quart.” 
Dual or combination declarations of net 
quantity of contents as provided for in 
paragraphs (a) and (i) of this section 
are not regarded as supplemental net 
quantity statements and shall be located 
on the principal display panel.

(p) A separate statement of net quan
tity of contents in terms of the metric 
system of weight or measure is not re
garded as a supplemental statement and 
an accurate statement of the net quan
tity of contents in terms of the metric 
system of weight or measure may also 
appear on the principal display panel or 
on other panels.

(q) The declaration of net quantity 
of contents shall express an accurate 
statement of the quantity of contents of 
the package. Reasonable variations 
caused by loss or gain of moisture during 
the course of good distribution practice 
or by unavoidable deviations in good 
manufacturing practice will be recog
nized. Variations from stated quantity 
of contents shall not be unreasonably 
large.

(r) A drug shall be exempt from com
pliance with the net quantity declara
tion required by this section if it is an 
ointment labeled “sample,”  “physician’s 
sample,” or a substantially similar state
ment and the contents of the package do 
not exceed 8 grams.

Subpart D— Exemptions From Adequate 
Directions for Use

§ 201.100 Prescription drugs for human 
use.

A drug subject to the requirements of 
section 503 (b) (1) of the act shall be 
exempt from section 502 (f) (1) if all 
the following conditions are met:

(a) The drug is:
Cl H i) In the possession of a person 

(or his agents or employees) regularly 
and lawfully engaged in the manufac
ture, transportation, storage, or whole
sale distribution of prescription drugs: 
or

(ii) In the possession of a retail, hos
pital, or clinic pharmacy, or a public 
health agency, regularly and lawfully 
engaged in dispensing prescription 
drugs: or

(iii) In the possession of a practitioner 
licensed by law to administer or prescribe 
such drugs: and

(2) It is to be dispensed in accordance 
with section 503(b).

(b) The label of the drug bears:
(1) The statement “ Caution: Federal 

law prohibits dispensing without pre
scription ”> and

(2) The recommended or usual dos
age, and

(3) The route of administration, if 
it is not for oral use; and

(4) The quantity or proportion of 
each active ingredient, as well as the 
information required by section 502 (d) 
and (e) ; and

(5) I f  it is for other than oral use, the 
names of all inactive ingredients, except 
that:

(1) Flavorings and perfumes may be 
designated as such without naming their 
components.

(ii) Color additives may be designated 
as coloring without naming specific color 
components unless the naming of such 
components is required by a color addi
tive regulation prescribed in Part 8 of 
this chapter.

(iii) Trace amounts of harmless sub
stances added solely for individual prod
uct identification need not be named. 
If It Is intended for administration by 
parenteral injection, the quantity or 
proportion of all Inactive ingredients, 

, except that ingredients added to adjust
the pH or to make the drug isotonic may 
be declared by name and a statement of 
their effect; and if the vehicle is water 
for injection it need not be named.

(6) An identifying lot or control num
ber from which it is possible to determine 
the complete manufacturing history of 
the package of the drug;
Provided, however, That in the case of 
containers too small or otherwise unable 
to accommodate a label with sufficient 
space to bear all such information, but 
which are packaged within an outer con
tainer from which they are removed for 
dispensing or use, the information re
quired by paragraph (b )(2 ), (3) and
(5) of this section may be contained 
in other labeling on or within the pack
age from which it is to be dispensed, and 
the information referred to in paragraph 
(b) (1) of this section may be placed on 
such outer container only, and the in
formation required by paragraph (b) (6) 
of this section may be on the crimp of 
the dispensing tube.

(c) (1) Labeling on or within the 
package from which the drug is to be 
dispensed bears adequate information for 
its use, including indications, effects, 
dosages, routes, methods, and frequency 
and duration of administration, and any 
relevant hazards, contraindications, side 
effects, and precautions under which 
practitioners licensed by law to admin
ister the drug can use the drug safely and 
for the purposes for which it is intended. 
Including all purposes for which it is 
advertised or represented: and

(2) I f  the article is subject to section 
505, 506, or 507 of the act* the labeling 
bearing such Information is the labeling 
authorized by the approved new-drug ap
plication or required as a condition for 
the certification or the exemption from 
certification requirements applicable to 
preparations of insulin or antibiotic 
drugs: Provided, however. That the in
formation required by paragraph (c) (1) 
of this section may be omitted from the 
dispensing package if, but only if, the 
article is a drug for which directions,
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hazards, warnings, and use informa
tion are commonly known to practi
tioners licensed by law to administer the 
drug. Upon written request, stating rea
sonable grounds therefor, the Commis
sioner will offer an opinion on a proposal 
to omit such information from the dis
pensing package under this proviso.

(d) Any labeling, as defined in section 
201 (m) of the act, whether or not it is 
on or within a package from which the 
drug is to be dispensed, distributed by 
or on behalf of the manufacturer, 
packer, or distributor of the drug, that 
furnishes or purports to furnish infor
mation for use or which prescribes, rec
ommends, or suggests a dosage for the 
use of the drug (other than dose infor
mation required by paragraph (b) (2) of 
this section and § 201.105(b) (2) ) con
tains:

(1) Adequate information for such 
use, including indications, effects, dos
ages, routes, methods, and frequency and 
duration o f  administration and any rel
evant warnings, hazards, contraindica
tions, side effects, and precautions, under 
which practitioners licensed by law to 
administer the drug can use the drug 
safely and for the purposes for which it 
is intended, including all conditions for 
which it is advertised or represented; and 
if the article is subject to section 505 or 
507 of the act, the parts of the labeling 
providing such information are the same 
in language and emphasis as labeling ap
proved or permitted under the provisions 
of section 505 or 507, respectively, and 
any other parts of the labeling are con
sistent with and not contrary to such 
approved or permitted labeling; and

(2) The same information concerning 
the ingredients of the drug as appears on 
the label and labeling on or within the 
package from which the drug is to be 
dispensed: Provided, however, That the 
information required by paragraph (d) 
(1) and (2) of this section is not re
quired on the so-called reminder-piece 
labeling which calls attention to the 
name of the drug but does not include 
indications or dosage recommendations 
for use of the drug: And provided, how
ever, That reminder-piece labeling is not 
permitted for a drug for which an an
nouncement has been published by the 
Pood and Drug Administration pursuant 
to a review of the labeling claims for the 
drug by the National Academy of Sci
ences—National Research Council, Drug 
Efficacy Study Group, and for which no 
claim has been evaluated as higher than 
“possibly effective.” I f  the Commissioner 
finds the circumstances are such that re
minder-piece labeling may be mislead
ing to prescribers of drugs subject to 
NAS-NRC evaluation, such reminder 
labeling will not be allowed and the 
manufacturer, packer, or distributor will 
be notified either in the publication of 
the conclusions on the effectiveness of 
the drug or by letter.

(e) All labeling, except labels and car
tons, bearing information for use of the 
drug also bears the date of the issuance 
or the date of the latest revision of such 
labeling.

RULES AND REGULATIONS

§ 201.105 Veterinary drugs.
A drug intended for veterinary use 

which, because of toxicity or other po
tentiality for harmful effect, or the 
method of its use, is not safe for animal 
use except under the supervision of a 
licensed veterinarian, and hence for 
which “adequate directions for use” can
not be prepared, shall be exempt from 
section 502(f)(1) of the act if all the 
following conditions are met:

(a) The drug is:
(1) In the possession of a person (or 

his agents or employees) regularly and 
lawfully engaged in the manufacture, 
transportation, storage, or wholesale or 
retail distribution of veterinary drugs 
and is to be sold only to or on the pre
scription or other order of a licensed 
veterinarian for use in the course of his 
professional practice: or

(2) In the possession of a licensed 
veterinarian for use in the course of his 
professional practice.

(b) The label of the drug bears:
(1) The statement “Caution: Federal 

law restricts this drug to use by or on 
the order of a licensed veterinarian” ; 
and

(2) The recommended or usual dos
age: and

C3) The route of administration, if it 
is not for oral use; and

(4) The quantity or proportion of 
each active ingredient as well as the in
formation required by section 502(e) of 
the act: and

(5) I f  it is for other than oral use, 
the names of all inactive ingredients, 
except that:

(i) Flavorings and perfumes may be 
designated as such without namine 
their components.

(ii) Color additives may be designated 
as coloring without naming specific 
color components unless the naming of 
such components is required by a 
color additive regulation prescribed in 
Part 8 of this chapter.

(iii) Trace amounts of harmless sub
stances added solely for individual prod
uct identification need not be named.

If it is intended for administration by 
parenteral injection, the quantity or 
proportion of all inactive ingredients, 
except that ingredients added to adjust 
the pH or to make the drug isotonic may 
be declared by ñame and a statement of 
their effect; and if the vehicle is water 
for injection, it need not be named.

(6) An identifying lot or control 
number from which it is possible to de
termine the complete manufacturing 
history of the package of the drug;

Provided, however. That in the case of 
containers too small or otherwise unable 
to accommodate a label with sufficient 
space to bear all such information, but 
which are packaged within an outer 
container from which they are removed 
for dispensing or use, the information 
required by paragraph (b f(2 ), (3), and
(5) of this section may be contained in 
other labeling on or within the package 
from which it is to be so dispensed, and 
the information referred to in paragraph 
(b) (1) of this section may be placed on
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such outer container only, and the in
formation required by paragraph (b) (6) 
of this section may be on the crimp of 
'the dispensing tube,

( c )  (1) Labeling on or within the pack
age from which the drug Is to be dis
pensed bears adequate information for 
its use, including indications, effects, 
dosages, routes, methods, and frequency 
and duration of administration, and any 
relevant hazards, contraindications, side 
effects, and precautions under which vet
erinarians licensed by law to administer 
the drug can use the drug safely and for 
the purposes for which it is intended, in
cluding all purposes for which it is 
advertised or represented; and

(2) I f  the article is subject to section 
512 of the act, the labeling bearing such 
information is the labeling authorized 
by the approved new animal drug appli
cation or required as a condition for the 
certification or the exemption from 
certification requirements applicable to 
preparations of antibiotic drugs: Pro
vided, however, That the information 
required by paragraph (c )(1 ) of this 
section may be omitted from the dis
pensing package if, but only if, the 
article is a drug for which directions, 
hazards, warnings, and use information 
are commonly known to veterinarians 
licensed by law to administer the drug. 
Upon written request, stating reasonable 
grounds therefor, the Commissioner will 
offer an opinion 'on a proposal to omit 
such information from the dispensing 
package under this proviso.

(d) Any labeling, as defined in section 
201 (m) of the act. whether or not it is 
on or within a package from which the 
drug is to be dispensed, distributed by or 
on behalf of the manufacturer, packer, 
or distributor of the drug, that furnishes 
or purports to furnish information for 
use or which prescribes, recommends, or 
suggests a dosage-for the use of the drug 
(other than dose information required 
by paragraph (b) (2) of this section and 
§ 201.100(b) (2) ) contains:

(1) Adequate information for such use, 
including indications, effects, dosages, 
routes, methods, and frequency and 
duration of administration, and any rel
evant warnings, hazards, contraindica
tions, side effects, and precautions, and 
including information relevant to com
pliance with the new animal drug provi
sions of the act, under which veterinar
ians licensed by law to administer the 
drug can use the drug safely and for the 
purposes for which it is intended, includ
ing all conditions for which it is adver
tised or represented; and if the article is 
subject to section 512 of the act, the 
parts of the labeling providing such in
formation are the same in language and 
emphasis as labeling approved or per
mitted under the provisions of section 
512, and any other parts of the labeling 
are consistent with and not contrary to 
such approved or permitted labeling; 
and

(2) The same information concerning 
the ingredients of the drug as appears 
on the label and labeling on or within 
the package from which the drug is to 
be dispensed;
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Provided, however, That the information 
required by paragraph (d) (1) and (2) 
of this section is not required on the 
so-called reminder-piece labeling which 
calls attention to the name of the drug 
but does not include Indications or dos
age recommendations for use of the drug.

(e) All labeling, except labels and 
cartons, bearing information for use of 
the drug also bears the date of the is
suance or the date of the latest revision 
of such labeling.

(f) A prescription drug intended for 
both human and veterinary use shall 
comply with paragraphs (e) and (f) of 
this section and § 201.100.
§ 201.109 Prescription devices.

A device which, because of any poten
tiality for harmful effect, or the method 
of its use, or the collateral measures 
necessary to its use is not safe except 
under the supervision of a practitioner 
licensed by law to direct the use of 
such device, and hence for which “ ade
quate directions for use”  cannot be pre
pared, shall be exempt from section 502
(f) (1) of the act if all the following 
conditions are met:

(a) The device is:
(1 )  (i) In the possession of a person 

(or his agents or employees) regularly 
and lawfully engaged in the manufac
ture, transportation, storage, or whole
sale or retail distribution of such device; 
or

(ii) In the possession of a practitioner, 
such as physicians, dentists, and veteri
narians, licensed by law to use or order 
the use of such device: and

(2) Is to be sold only to or on the 
prescription or other order of such prac
titioner for use in the course of his pro
fessional practice.

(b) The label of the device (other than 
surgical instruments) bears:

(1) The statement “Caution: Federal 
law restricts this device to sale by or on
the order of a ____ ________ ” , the blank
to be filled with the word “physician”, 
“dentist” , "veterinarian” , or with the 
descriptive designation of any other 
practitioner licensed by the law of the 
State in which he practices to use or 
order the use of the device; and

(2) The method of its application or 
use.

(c) Labeling on or within the package 
from which the device is to be dispensed 
bears information for use, including in
dications, effects, routes, methods, and 
frequency and duration of administra
tion, and any relevant hazards, contrain
dications, side effects, and precautions 
under which practitioners licensed by 
law to administer the device can use 
the device safely and for the purpose 
for which it is intended, including all 
purposes for which it is advertised or 
represented: Provided, however. That 
such information may be omitted from 
the dispensing package if, but only if, 
the article is a device for which direc
tions, hazards, warnings, and other in
formation are commonly known to prac
titioners licensed by law to use the device. 
Upon written request, stating reasonable 
grounds therefor, the Commissioner will 
offer an opinion on a proposal to omit
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such information from the dispensing 
package under this proviso.

(d) Any labeling, as defined in section 
201 (m) of the act, whether or not it is 
on or within a package from which the 
device is to be dispensed, distributed by 
or on behalf of the manufacturer, packer, 
or distributor of the device, that fur
nishes or purports to furnish informa
tion for use of the device contains ade
quate information for such use, includ
ing indications, effects, routes, methods, 
and frequency and duration of admin
istration and any relevant hazards, con
traindications, Side effects, and precau
tions, under which practitioners licensed 
by law to employ the device can use the 
device safely and for the purposes for 
which it is intended, including all pur
poses for which it is advertised or repre
sented. This information will not be 
required on so-called reminder-piece 
labeling which calls attention to the 
name of the device but does not include 
indications or other use information.

(e) All labeling, except labels and car
tons. bearing information for use of the 
device also bears the date of the issuance 
dr the date of the latest revision of such 
labeling.
§ 201.110 Retail exemption for veteri

nary drugs and prescription devices.
A drug or device subject to §§ 201.105 

or 201.109 shall be exempt at the time 
of delivery to the ultimate purchaser 
or user from section 502(f) (1) of the act 
if it is delivered by a licensed practi
tioner in the course of his professional 
practice or upon a prescription or other 
order lawfully issued in the course of his 
professional practice, with labeling bear
ing the name ana address of such li
censed practitioner and the directions 
for use and cautionary statements, If 
any, contained in such order.
§ 201.115 News drugs or new animal 

drugs.
A new drug shall be exempt from sec

tion 502(f) (1) of the act:
(a) To the extent to which such ex

emption is claimed in an approved appli
cation with respect to such drug under 
section 505 or 512 of the act; or

(b) I f  no application under section 
505 of the act is approved with respect to 
such drug but it complies with section 
505 (i) or 512 of the act and regulations 
thereunder.
No exemption shall apply to any other 
drug which would be a new drug if Its 
labeling bore representations for its in
tended uses.
§,201.116 Drugs and devices having 
'  . commonly known directions.

A drug or device shall be exempt from 
section 502(f) (1) of the act insofar as 
adequate directions for common uses 
thereof are known to the ordinary in
dividual.
§201.117 Inactive ingredients.

A harmless drug that is ordinarily 
used as an Inactive ingredient, such as a 
coloring, emulsifier, excipient, flavoring, 
lubricant, preservative, or solvent, in the 
preparation of other drugs shall be ex

empt from section 502 ( f )  (1) of the act. 
This exemption shall not apply to any 
substance intended for a use which re
sults in the preparation of a new drug, 
unless an approved new-drug application 
provides for such use.
§ 201.119 In vitro diagnostic products.

A product intended for use in the 
diagnosis of disease and which is an 
in vitro diagnostic product as defined in 
§ 328.3(a) of this chapter shall be deemed 
to be in compliance with the require
ments of this section and section 502(f) 
(1) of the act if it meets the require
ments of Part 328 of this chapter.
§ 201.120 Prescription chemicals and 

other prescription components.
A drug prepared, packaged, and pri

marily sold as a prescription chemical or 
other component for use by registered 
pharmacists in compounding prescrip
tions or for dispensing in dosage unit 
form upon prescriptions shall be exempt 
from section 502(f) (1) of the act if all 
the following conditions are met:

(a) The drug is an official liquid acid 
or official liquid alkali, or is not a liquid 
solution, emulsion, suspension, tablet, 
capsule, or other dosage unit form; and

(b) The label o f the drug bears:
(1) The statement “For prescription 

compounding” : and
(2) I f  in substantially all dosage forms 

in which it may be dispensed it is subject 
to section 503 (b) (1) of the act, the 
statement “Caution: Federal law prohib
its dispensing without prescription” ; or

(3) I f  it is not subject to section 503 
(b) (1) of the act and is by custom 
among retail pharmacists sold in or from 
the interstate package for use by con
sumers, “adequate directions for use”  in 
the conditions for which it is so sold.
Provided, however, That the information 
referred to in paragraph (b )(3 ) of this 
section may be contained in the labeling 
on or within the package from which it 
is to be dispensed.

(c) This exemption shall not apply to 
any substance Intended for use in com
pounding which results in a new drug, 
unless an approved new-drug application 
covers such use of the drug in compound
ing prescriptions.
§ 201.122 Drugs and devices for process

ing, repacking, or manufacturing.
A drug in a bulk package (except 

tablets, capsules, or other dosage unit 
forms) or a device intended for process
ing,1 repacking, or use in the manufac
ture of another drug or device shall be 
exempt from section 502(f) (1) of the 
act if its label bears the statement 
“ Caution: For manufacturing, proc
essing, or repacking” ; and, if in sub
stantially all dosage forms in which it 
may be dispensed it is subject to section 
503 (b) (1). the statement “Caution: 
Federal law prohibits dispensing without 
prescription” . This exemption and the 
exemption under § 201.120 may be 
claimed for the same article. But the 
exemption shall not apply to a substance 
intended for a use in manufacture, 
processing, or repacking which causes
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the finished article to be a new drug, 
unless:

(a) An approved new-drug application 
or new animal drug application held by 
the person preparing the dosage form or 
drug for dispensing covers the production 
and delivery to him of such substance; or

(b) I f  no application is approved with 
respect to such , new drug or new anim al 
drug, the label statement “Caution: For 
manufacturing, processing, or repacking” 
Is immediately supplemented by the 
words “ in the preparation of a new drug 
or new animal drug limited by Federal 
law to investigational use” , and the deliv
ery is made for use only in the manufac
ture of such new drug or new animal drug 
limited to investigational use as provided 
in § 312.1 or § 511.1 of this chapter.
§ 201.125 Drugs and devices for use in 

teaching, law enforcement, research, 
and analysis.

A drug or device subject to §§ 201.100,
201.105, or 201.109 shall be exempt from 
section 502(f) (1) of the act if shipped or 
sold to, or in the possession of, persons 
regularly and lawfully engaged in in
struction in pharmacy, chemistry, or 
medicine not involving clinical use, or 
engaged in law enforcement, or in re
search not involving clinical use, or in 
chemical analysis, or physical testing, 
and is to be used only for such instruc
tion, law enforcement, research, analy
sis, or testing.
§ 201.127 Drugs and devices; expiration 

of exemptions.
(a) I f  a shipment or delivery, or any 

part thereof, of a drug or device which is 
exempt under the regulations in this 
section is made to a person in whose pos
session the article is not exempt, or is 
made for any purpose other than those 
specified, such exemption shall expire, 
with respect to such shipment or de
livery or part thereof, at the beginning 
of that shipment or delivery. The caus
ing of an exemption to expire shall be 
considered an act which results in such 
drug or device being misbranded unless 
it is disposed of under circumstances in 
which it ceases to be a drug or device.

(b) The exemptions conferred by 
§§ 201.117, 201.119, 201.120, 201.122, and 
201.125 shall continue until the drugs 
or devices are used for the purposes 
for which they are exempted, or until 
they are relabeled to comply with sec
tion 502 ( f )  (1) of the act. If, however, 
the drug is converted, compounded, or 
manufactured into a dosage form limited 
to prescription dispensing, no exemption 
shall thereafter apply to the article un
less the dosage form is labeled as re
quired by section 503(b) and §§ 201.100,
201.105, or 201.109.
§ 201.128 eManing of “Intended uses”.

The Words “ intended uses” or words 
of similar import in §§201.5, 201.115, 
201.117, 201.119, 201.120, and 201.122 
refer to the objective intent of the per
sons legally responsible for the labeling 
of drugs and devices. The intent is 
determined by such persons’ expres
sions or may be shown by the circum
stances surrounding the distribution

of the article. This objective intent 
may, for example, be shown by labeling 
claims, advertising matter, or oral or 
written statements by such persons or 
their representatives. It  may be shown 
by the circumstances that the article is, 
with the knowledge of such persons or 
their representatives, offered and used 
for; a purpose for which it is neither 
labeled nor advertised. The intended 
uses of an article may change after it has 
been introduced into interstate com
merce by its manufacturer. If, for ex
ample, a packer, distributor, or seller 
intends an article for different uses than 
those intended by the person from whom 
he received the drug, such packer, dis
tributor, or seller is required to supply 
adequate labeling in accordance with the 
new intended uses. But if  a manufac
turer knows, or has knowledge of facts 
that would give him notice, that a drug 
or device introduced into interstate com
merce by him is to be used for conditions, 
purposes, or uses other than the ones for 
which he offers it, he is required to pro
vide adequate labeling for such a drug 
which accords with such other uses to 
which the article is to be put.
(Secs. 201 (n ) , 502, 505, 507, 701, 52 Stat. 1041, 
1050-53 as amended, 1055-56 as amended by 
70 Stat. 919 and 72 Stat. 948, 59 Stat. 463 as 
amended: 21 U.S.C. 321 (n ) , 352, 355, 357, 701)

Subpart E— Other Exemptions
§ 201.150 Drugs and devices; process

ings labeling, or repacking.
(a ) .Except as provided by paragraphs 

(b) and (c) o f this section, a shipment 
or other delivery of a drug or device 
which is, in accordance with the prac
tice of the trade, to be processed, labeled, 
or repacked in substantial quantity at an 
establishment other than that where 
originally processed or packed, shall be 
exempt, during the time of introduction 
into and movement in Interstate com
merce and the time of holding in such 
establishment, from compliance with the 
labeling and packaging requirements of 
sections 501 (b) and 502 (b ), (d ) , (e ) , ( f ), 
and (g) of the act if:

(1) The person who introduced such 
shipment or delivery into interstate com
merce is the operator of the establish
ment where such drug or device is to be 
processed, labeled, or repacked; or

(2) In case such person is not such 
operator, such shipment or delivery is 
made to such establishment under a 
written agreement, signed by and con
taining the post-office addresses of such 
person and such operator, and contain
ing such specifications for the processing, 
labeling, or repacking, as the case may be, 
of such drug or device in such establish
ment as will insure, if such specifications 
are followed, that such drug or device 
will not be adulterated or misbranded 
within the meaning of the act upon com
pletion of such processing, labeling, or 
repacking. Such person and such opera
tor shall each keep a copy of such agree
ment until 2 years after the final ship
ment or delivery of such drug or device 
from such establishment, and shall make 
such copies available for inspection at 
any reasonable hour to any officer or

employee of the Department who re
quests them.

(b) An exemption of a shipment or 
other delivery of a drug or device under 
paragraph (a) (1) of this section shall, 
at the beginning of the act of removing 
such shipment or delivery, or any part 
thereof, from such establishment, be
come void ab initio if the drug or de
vice comprising such shipment, delivery, 
or part is adulterated or misbranded 
within the meaning of the act when so 
removed.

(c) An exemption of a shipment or 
other delivery of a drug or device under 
paragraph (a ) (2) of this section shall 
become void ab initio with respect to the 
person who introduced such shipment or 
delivery into interstate commerce upon 
refusal by such person to make available 
for inspection a copy of the agreement, 
as required by such subparagraph.

(d) An exemption of a shipment or 
other delivery of a drug or device under 
paragraph (a) (2) of this section shall 
expire:

(1) At the beginning of the act of re
moving such shipment or delivery, or 
any part thereof, from such establish
ment if the drug or device comprising 
such shipment, delivery, or part is adul
terated or misbranded within the mean
ing of the act when so removed; or

(2) Upon refusal by the operator of 
the establishment where such drug or 
device is to be processed, labeled, or re
packed, to make available for inspection 
a copy of the agreement, as required by 
such clause.

(e) Except as provided in paragraphs
(g) and (h) of this section, a shipment 
or other delivery of a drug which is sub
ject to section 507 of the act and which 
is, in accordance with the practice of the 
trade, to be processed or repacked in a 
substantial quantity at an establishment 
other than that where originally proc
essed or packed shall be exempt from 
compliance with the labeling require
ments of section 502 (f ) of the act during 
the time such drug is also exempt from 
the requirements of section 502 (1) of 
the act or, in the case of a new animal 
drug, is exempt from certification under 
section 512(h) of the act under the provi
sions of § 433.15 or § 433.16 of this 
chapter.

(f )  Except as provided by paragraphs
(g) and (h) o f this section, a shipment 
or other delivery of a drug which is sub
ject to section 507 of the act and which 
is, in accordance with the practice of 
the trade, to be labeled in substantial 
quantity at an establishment other than 
that where originally processed or 
packed shall be exempt from compli
ance with the labeling requirements of 
section 502 (b ), (e) and ( f ) of the act 
during the time such drug is also exempt 
from the requirements o f section 502 (1) 
of the act or, in the case of a new animal 
drug, is exempt from certification under 
section.512(n) of the act under § 433.12 
of this chapter, if the words, statements, 
and other information required by sec
tion 502 (b) and (e) of the act appear on 
each shipping container of such drug.

(g) In case the person who intro
duced such shipment or other delivery

FEDERAL REGISTER, VOL. 40, NO. 60— THURSDAY, MARCH 27, 1975



14008 RULES AND REGULATIONS

into interstate commerce is the oper
ator of the establishment where such 
drug is to be processed, labeled, or re
packed, an exemption of such shipment 
or delivery under paragraph (e) or ( f ) 
of this section shall become void at the 
beginning of the act of removing such 
shipment or delivery or any part thereof 
from such establishment if the drug 
comprising such shipment, delivery, or 
part is adulterated or misbranded within 
the meaning of the act when so removed.

(h) In case the person who Introduced 
such shipment or delivery into interstate 
commerce is not the operator of the es
tablishment where such drug is to be 
processed, labeled, or repacked, an ex
emption of a shipment or other delivery 
of such drug under paragraph (e) or ( f ) 
of this section shall expire at the be
ginning of the act of removing such 
shipment or delivery or any part thereof 
from such establishment if the drug 
comprising such shipment, delivery, or 
part is adulterated or misbranded 
within the meaning of the act when so 
removed.

(i) As it is a common industry prac
tice to manufacture and/or assemble, 
package, and fully label a device as sterile 
at one establishment and then ship such 
device in interstate commerce to another 
establishment or to a contract sterilizer 
for sterilization, the Food and Drug Ad
ministration will initiate no regulatory 
action against the device as misbranded 
or adulterated when the nonsterile device 
is labeled sterile, provided all the follow
ing conditions are met:

(1) There is in effect a written agree
ment which:

(1) Contains the names and post office 
addresses of the firms involved and is 
signed by the person authorizing such 
shipment and the operator or person in 
charge of the establishment receiving the 
devices for sterilization.

(ii) Provides instructions for maintain
ing proper records or otherwise account
ing for the number of units in each ship
ment to insure that the number of units 
shipped is the same as the number re
ceived and sterilized.

(iii) Acknowledges that the device is 
nonsterile and is being shipped for fur
ther processing, and
. (iv) States in detail the sterilization 
process, the gaseous mixture or other 
media, the equipment, and the testing 
method or quality controls to be used by 
the contract sterilizer to assure that the 
device will be brought into full compli
ance with the Federal Food, Drug, and 
Cosmetic Act.

(2) Each pallet, carton, or other 
designated unit is conspicuously marked 
to show its nonsterile nature when it is 
introduced into and is moving in inter
state commerce, and while it is being 
held prior to sterilization. Following 
sterilization, and until such time as it is 
established that the device is sterile and 
can be released from quarantine, each 
pallet, carton, or other designated unit 
is conspicuously marked to show that it 
has not been released from quarantine,
e.g. “sterilized-awaiting test results” or 
an equivalent designation.

(Secs. 501(c), 502(a), 503, 701(a), 52 Stat. 
1049, 1050, 1051, 1055; 21 U.S.O. 351(c), 352 
(a ),  371(a))

§ 201.160 Drugs; information com
monly known.

(a) Section 201.100(c) o f this chap
ter provides that in the case of certain 
drugs for which directions, hazards, 
warnings, and use information are com
monly known to practitioners licensed by 
law, such information may be omitted 
from the dispensing package. Under this 
proviso, the Commissioner of Food and 
Drugs will offer an opinion, upon written 
request, stating reasonable grounds 
therefor, on a proposal to omit such in
formation from the dispensing package.

(b) The Commissioner of Food and 
Drugs has considered submitted mate
rial covering a number of drug products 
and has offered the opinion that the 
following drugs, when intended for 
those human uses for which they are 
now generally employed by the medical 
profession, should be exempt from the 
requirements of § 261.100(c) of this 
chapter, provided that they meet the 
conditions prescribed in this paragraph. 
Preparations that are not in dosage unit 
form (for example, solutions) will be 
regarded as meeting the conditions with 
respect to the maximum quantity of 
drug per dosage unit if  they are pre
pared in a manner that enables accurate 
and ready administration of a quantity 
of drug not in excess of the stated maxi
mum per dosage unit:
Aminophylline. For oral use, not in ex

cess of 200 milligrams per dosage unit, 
with or without not in excess of 33 
milligrams of phénobarbital.

Atropine methyl nitrate. For oral use, 
not in excess of 1.0 milligram per 
dosage unit.

Atropine sulfate. For oral use, not in 
excess of 0.54 milligram per dosage 
unit; for injection, not in excess of 
0.54 milligram (^ 20-grain) per dos
age unit.

Barbiturates. For oral use, not in ex
cess of 100 milligrams per dosage 
unit; for use as suppositories, not in 
excess of 130 milligrams per supposi
tory.

Chloral hydrate. For oral use, not in 
excess of 500 milligrams per dosage 
unit; for use as suppositories, not in 
excess of 1.0 gram per suppository. 

Codeine phosphate. For oral use, not 
in excess of 65 milligrams per dosage 
unit; for injection, not in excess of 
65 milligrams per dosage unit. 

Codeine sulfate. For oral use, not in 
excess of 65 milligrams per dosage 
unit; for injection, not in excess of 
65 milligrams per dosage unit. 

Digitalis. Preparations of whole leaf 
digitalis including forms such as digi
talis tincture. For oral use, contain
ing the equivalent of not more than 
1 U.SP. digitalis unit per dosage unit. 

Dihydrocodeinone bitartrate. For oral 
use, not in excess of 10 milligrams per 
dosage unit.

Dihydromorphinone hydrochloride. For 
oral use, not in excess of 4 milligrams 
per dosage unit.

Epinephrine injection, 1: 1,000.
Erythrityl tetranitrate. For oral use, not 

in excess of 30 milligrams per dosage 
unit.

Homatropine methylbromide. For oral 
use, not in excess of 5 milligrams per 
dosage unit.

Hyoscyamine hydroibromide. For oral 
use, not in excess of 1 milligram per 
dosage unit.

Hyoscyamine sulfate. For oral use, not 
in excess of 1 milligram per dosage 
unit.

Hyoscyamus tincture. For oral use, not 
in excess of 2 milliliters per dosage 
unit.

Mannitol hexanitrate. For oral use, not 
in excess of 32 milligrams per dosage 
unit.

Methenamine. For oral use, not in ex
cess of 1 gram per dosage unit. 

Morphine phosphate. For oral use, not in 
excess of 33 milligrams per dosage 
unit; for injection, not in excess of 33 
milligrams per dosage unit.

Morphine sulfate. For oral use, not in 
excess of 33 milligrams per dosage 
unit; for injection, not in excess of 
33 milligrams per dosage unit. 

Nitroglycerin. For oral use, not in excess 
o f 0.65 milligram per dosage unit. 

Pentaerythritol tetranitrate. For oral 
use, not in excess of 20 milligrams per 
dosage unit.

Pentaerythritol tetranitrate with phéno
barbital. For oral use, not in excess 
of 20 milligrams of pentaerythritol 
tetranitrate and 35 milligrams of 
phénobarbital.

Quinidine sulfate. For oral use, not in 
excess of 325 milligrams per dosage 
unit.

Scopolamine methylbromide. For oral 
use, not in excess of 2.5 milligrams per 
dosage unit.

Sodium chloride injection.
Sodium nitrite. For oral use, not in 

excess of 60 milligrams per dosage 
unit.

Theobromine. For oral use, not in ex
cess of 325 milligrams per dosage unit. 

Thyroid. For oral use, not in excess of 
220 milligrams per dosage unit.

Water for injection, sterile.
§ 201.161 Carbon dioxide and certain 

other gases.
(a) Carbon dioxide, cyclopropane, 

ethylene, helium, and nitrous oxide gases 
intended for drug use are exempted from 
the requirements of § 201.100(b) (2),
(3), and (c )(1 ) provided the labeling 
bears, in addition to any other informa
tion required by the Federal Food, Drug, 
and Cosmetic Act, the following:

(1) The warning statement “Warn
ing—Administration of (name of gas) 
may be hazardous or contraindicated. 
For use only by or under the supervision 
of a licensed practitioner who is experi
enced in the use and administration of 
(name of gas) and is familiar with the 
indications, effects, dosages, methods, 
and frequency and duration of adminis
tration, and with the hazards, contrain
dications, and side effects and the pre
cautions to be taken” ; and
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(2) Any needed directions concerning 
the conditions for storage and warnings 
against the inherent dangers in the 
handling of the specific compressed gas.

<b) This labeling exemption does not 
apply to mixtures of any one or more of 
these gases with oxygen or with each 
other.

(c) Regulatory action may be initi
ated with respect to any article shipped 
within the jurisdiction of the Act con
trary to the provisions of this section 
after 60 days following publication of 
this section in the F ederal R egister .
(Sec. 502(f), 52 Stat. 1051; 21 U.S.C. 352(f))

Subpart F— Labeling Claims for Drugs in 
Drug Efficacy Study

§ 201.200 Disclosure of drug efficacy 
study evaluations in labeling and ad
vertising.

(a) (1) The National Academy of Sci- 
ences-National Research Council, Drug 
Efficacy Study Group, has completed an 
exhaustive review of labeling claims made 
for drugs marketed under new-drug and 
antibiotic drug procedures between 1938 
and 1962. The results are compiled in 
“Drug Efficacy Study, A Report to the 
Commissioner of Food and Drugs from 
the National Academy, of Sciences 
(1969).” As the report notes, this review 
has made “an audit of the state of the art 
of drug usage that has been uniquely ex
tensive in scope and uniquely intensive 
in time” and is applicable to more than 80 
percent of the currently marketed drugs. 
The report further notes that the quality 
of the evidence of efficacy, as well as the 
quality of the labeling claims, is poor. 
Labeling and other promotional claims 
have been evaluated as “ effective,” “prob
ably effective,” "possibly effective,”  “ in
effective,” “ ineffective as a fixed combi
nation,” and "effective but,” and a report 
for each drug in the study has been sub
mitted to the Commissioner.

(2) The Food and Drug Administra
tion is processing the reports, seeking 
voluntary action on the part of the drug 
manufacturers and distributors in the 
elimination or modification of unsup
ported promotional claims, and initiating 
administrative actions as necessary to 
require product and labeling changes.

(3) Delays have been encountered in 
bringing to the attention of the pre- 
scribers of prescription items the conclu
sions of the expert panels that reviewed 
the promotional claims. v

(b) The Commissioner of Food and 
Drugs concludes that:

(1) The failure to disclose in the label
ing of a drug and in other promotional 
material the conclusions of the Academy 
experts that a claim is “ineffective,” 
“ possibly effective,” “probably effective,” 
or “ ineffective as a fixed combination,” 
while labeling and promotional material 
bearing any such claim are being used, 
is a failure to disclose facts that are ma
terial in light of the representations made 
and causes the drug to be misbranded.

(2) The Academy classification of a 
drug as other than “ effective” for a claim 
for which such drug is recommended

establishes that there is a material 
weight of opinion among qualified ex
perts contrary to the representation 
made or suggested in the labeling, and 
failure to reveal this fact causes such 
labeling to be misleading.

(c) Therefore, after publication in the 
F ederal R egister of a Drug Efficacy 
Study Implementation notice on a pre
scription drug, unless exempted or other
wise provided for in the notice, all 
package labeling (other than the imme
diate container or carton label, unless 
such labeling contains information re
quired by § 201.100(c) (1) in lieu of a 
package insert), promotional labeling, 
and advertisements shall include, as 
part of the information for practi
tioners under which the  ̂drug can 
be safely and effectively used, an ap
propriate qualification of all claims 
evaluated as other than “ effective”  by 
a panel of the National Academy of Sci
ences—National Research Council, Drug 
Efficacy Study Group, if such claims 
continue to be included in either the 
labeling or advertisements. However, this 
qualifying information will be required 
in advertisements only if promotional 
material is included therein for claims 
evaluated as less than “ effective" or if 
such claims are included in the indica
tions section of the portion of the ad
vertisement containing the information 
required in brief summary by § 202.1
(e )(1 ) of this chapter. When, however, 
the Food and Drug Administration clas
sification of such claim is “effective” 
(for example, on the basis of revision 
of the language of the claim or sub
mission or existence of adequate data), 
such qualification is not necessary. When 
the Food and Drug Administration clas
sification of the claim, as stated in the 
implementation notice, differs from that 
of the Academy but is other than “effec
tive,” the qualifying statement shall 
refer to this classification in lieu of the 
Academy’s classification.

(d) For new drugs and antibiotics, sup
plements to provide for revised labeling 
in accord with paragraph (c) of this sec
tion shall be submitted under the provi
sions of § 314.8 (d) and (e) and § 514.50 
of this chapter within 90 days after pub
lication of the implementation notice in 
the F ederal R egister  or by May 15,1972, 
for those drugs for which notices have 
been published and such labeling shall be 
put into use as soon as possible but not 
later than the end of the time period al
lowed for submitting supplements to pro
vide for revised labeling.

(e) Qualifying information required 
in drug labeling by paragraph (c) of this 
section in order to advise prescribers of 
a drug of the findings made by a panel 
of the Academy in evaluating a claim as 
other than “effective” shall be at least of 
the same size and color and degree of 
prominence as other printing In the 
labeling and shall be presented in a 
prominent box using one of the follow
ing formats and procedures:

(1) In drug labeling the box statement 
may entirely replace the indications sec

tion and be in the following formia/t:

Indications

Based on a review of this drug by 
the National Academy of Sciences—  
National Research Council and/or 
other Information, FDA has classified 
the indication(s) as follows:

Effective: (list or state in paragraph 
form).

“Probably” effective: (list or state 
in paragraph form ).
• “Possibly” effective: (list or state In 
paragraph form ).

Final classification of the less-than- 
effective indications requires further 
investigation.

(2) Or the indication(s) for which the 
drug has been found effective may appear 
outside the boxed statement and be fol
lowed immediately by the following boxed 
statement:

Based on a review of this drug by 
the National Academy of Sciences—  
National Research Council and/or 
other Information, FDA has classified 
the other Indication(s) as follows:

"Probably” effective: (list or state In 
paragraph form ).

“Possibly” effective: (list or state In 
paragraph form ).

Final' classification of the less-than- 
effective indications requires further 
Investigation.

(3) In drug labeling (other than that 
which is required by § 291.100(c) (1) 
which may contain a promotional mes
sage, the promotional message shall be 
keyed to the boxed statement by the 
same means as those provided for ad
vertisements in paragraph (f) (2) of this 
section.

(f )  Qualifying information required 
in prescription drug advertising by para
graph (c) of this section shall contain a 
prominent boxed statement of the ad
vertised indication(s) and of the limita
tions of effectiveness using the same for
mat, language, and emphasis as that re
quired in labeling by paragraph (e) of 
this section.

(1) The boxed statement shall appear 
in (or next to) the information required 
in brief summary by § 202.1(e) (1) of this 
chapter and shall have prominence at 
least equal to that provided for other 
information presented in the brief sum
mary and shall have type size, captions, 
color, and other physical characteristics 
comparable to the information required 
in the brief summary.

(2) Less-than-effective indication (s) 
in the promotional message of an adver
tisement which is a single page or less 
shall be keyed to the boxed statement 
by asterisk, by an appropriate statement, 
or by other suitable means providing ade
quate emphasis on the boxed statement. 
On each page where less-than-effective 
indication(s) appear in a mutiple page 
advertisement, an asterisk shall be placed 
after the most prominent mention of the 
indication (s ) ; if the degree of promi
nence does not vary, an asterisk shall be
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placed after the first mention of the in
dication. The asterisk shall refer to a 
notation at the bottom of the page which 
shall state “This drug has been evaluated 
as probably effective (or possibly effective 
whichever is appropriate) for this indi
cation” and “See Brief Summary” or 
“ See Prescribing Information,” the latter 
legend to be used only if the advertise
ment carries the required information for 
professional use as set forth in § 201.100
(c )(1 ).

(3) For less-than-effective indications 
which are included in the advertisement 
only as a part of the information re
quired in brief summary, the disclosure 
information shall appear in this portion 
of the advertisement in the same manner 
as is specified for labeling in paragraph
(e) of this section.

(g) The Commissioner may find cir
cumstances are such that, while the 
elimination of claims evaluated as other 
than effective will generally eliminate 
the need for disclosure about such claims, 
there will be instances in which the 
change in the prescribing or promotional 
profile of the drug is so substantial as 
to require a disclosure of the reason for 
the change so that the purchaser or pre- 
scriber is not misled by being left un
aware through the sponsor’s silence that 
a basic change has taken place. The 
Food and Drug Administration will 
identify these situations in direct cor
respondence with the drug promoters, 
after which the failure to make the dis
closure will be regarded as misleadinjg 
and appropriate action will be taken.
(Secs. 201 (n ), 502, 505, 507, 52 état. 1041, 
1050-53 as amended, 1056, as amended by 70 
Stat. 919 and 72 Stat. 948, 59 Stat. 463 as 
amended; 21 U.S.C. 321 (n ) , 352, 355, 357, 701)

Subpart G— Specific Labeling Require
ments for Specific Drug Products

§ 201.300 Notice to manufacturers, 
packers, and distributors of glandular 
preparations.

(a) Under date of December 4,1941, jn  
a notice to manufacturers of glandular 
preparations, the Food and Drug Admin
istration expressed the opinion that 
preparations of inert glandular materials 
intended for medicinal use should, in 
view of the requirement of section 201 (n> 
of the Federal Food, Drug, and Cosmetic 
Act (52 Stat. 1041; 21 UJS.C. 321 (n) ), be 
labeled with a statement of the material 
fact that there is no scientific evidence 
that the articles contain any therapeutip 
or physiologically active constituents. 
Numerous preparations of such inert 
glandular materials were subsequently 
marketed with disclaimers of the type 
suggested. The term “ inert glandular 
materials”  means preparations incapable 
of exerting an action or effect of some 
significant or measurable benefit in one 
way or another, i.e., in the diagnosis, 
cure, mitigation, treatment, or preven
tion of disease, or in affecting the struc
ture or any function of the body.

(b) Manufacturers have heretofore 
taken advantage of § 201.100 permitting 
omission of directions for use when the
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label bears the prescription legend. Sec
tion 201.100(c) requires that the labeling 
of the drug, which may include brochures 
readily available to licensed practi
tioners, bear information as to the use 
of the drug by practitioners licensed by 
law to administer it. Obviously, infor
mation adequate for the use of an inert 
glandular preparation is not available to 
practitioners licensed by law.

(c) The Department of Health, Educa
tion, and Welfare is of the opinion that 
inert glandular materials may not be 
exempted from the requirements of sec
tion 502 ( f ) (1) of the act that they bear 
adequate directions for use; and, accord
ingly, that their labeling must include 
among other things, representations as 
to the conditions for which such articles 
are intended to be used or as to the struc
ture or function of the human body that 
they are Intended to affect. Since any 
such representations offering these arti
cles for use as drugs would be false or 
misleading, such articles will be consid
ered to be misbranded if they are dis
tributed for use as drugs.

(d) The amended regulations provide 
also that in the case of drugs intended for 
parenteral administration there shall be 
no exemption from the requirement that 
their labelings bear adequate directions 
for use. Such inert glandular materials 
for parenteral use are therefore subject 
to the same comment as applies to those 
intended for oral administration.
§ 201.301 Notice to manufacturers, 

packers, and distributors of estro
genic hormone preparations.

Some drug preparations fabricated 
wholly or in part from estradiol and la
beled as to potency in terms of interna
tional units or in terms of international 
units of estrone activity have been mar
keted. The international unit of the 
estrus-producing hormone was estab
lished by the international Conference 
on the Standardization of Sex Hormones 
at London, England, on August 1, 1932. 
This unit was defined as “ the specific 
estrus-producing activity contained in 
0.1 gamma (=0.0001 mg.) of the stand
ard” hydroxyketonic hormone found in 
urine (estrone). The International Con
ference declared that it did not recom
mend the determination of the activity 
of nonhydroxyketonic forms of estro
genic hormones in units of estrone be
cause of the varying ratios between the 
activity of such nonhydroxyketonic es
trogenic hormones and estrone, when 
measured by different methods on test 
animals. There is no international unit 
for measuring the activity of estradiol 
and no accepted relationship between its 
activity and that of estrone, either in test 
animals or in humans. The declaration 
of potency of estradiol in terms of inter
national units or in terms of interna
tional units of estrone activity is there
fore considered misleading, within the 
meaning of 21 U.S.C. 352(a). The dec
laration of the estradiol content of an 
estrogenic hormone preparation in terms 
of weight is considered appropriate.

§ 201.302 Notice to manufacturers, 
packers, and distributors of drugs for 
internal use which contain mineral 
oil.

(a) hi the past few years research 
studies have altered medical opinion 
as to the usefulness and harmfulness 
of mineral oil in the human body. 
These studies have indicated that 
when mineral oil is used orally 
near mealtime it interferes with
absorption from the digestive tract 
of provitamin A and the fat-soluble vita
mins A, D, and K, and consequently in
terferes with the utilization of calcium 
and phosphorus, with the result that the 
user is left liable to deficiency diseases. 
When so used in pregnancy it predisposes 
to hemorrhagic disease of the qewborn.

Ob) There is accumulated evidence 
that the indiscriminate administration of 
mineral oil to infants may be followed by 
aspiration of the mineral oil and subse
quent “ lipoid pneumonia.”

(c) In view of these facts, the Depart
ment of Health, Education, and Welfare 
will regard as misbranded under the pro
visions of the Federal Food, Drug, and 
Cosmetic Act a drug for oral administra
tion consisting in whole or in part of 
mineral oil, the labeling of which en
courages its use in pregnancy or indi
cates or implies that such drug is for 
administration to inf ants.

(d) It  is also this Department’s view 
that the act requires the labelings of such 
drugs to bear a warning against con
sumption other than at bedtime and 
against administration to infants. The 
following form of warning is suggested: 
“Caution: To be taken only at bedtime. 
Do not use at any other time or admin
ister to infants, except upon the advice 
of a physician.”

(e) This statement of interpretation 
does not in any way exempt mineral oil or 
preparations containing mineral oil from 
complying in all other respects with the 
requirements of the Federal Food, Drug, 
and Cosmetic Act.
§ 201.303 Labeling of drug preparations 

containing significant proportions of 
wintergreen oil.

(a) Because methyl salicylate (winter- 
green oil) manifests no toxicity in the 
minute amounts in which it is used as a 
flavoring, it is mistakenly regarded by 
the public as harmless even when taken 
In substantially larger amounts. Actu
ally, it is quite toxic when taken in quan
tities of a teaspoonful or more. Winter- 
green oil and preparations containing it 
have caused a number of deaths through 
accidental misuse by both adults and 
children. Children are particularly at
tracted by the odor and are likely to 
swallow these products when left within 
reach.

(b) To safeguard against fatalities 
from this cause, the Department of 
Health, Education, and Welfare will re
gard as misbranded under the provisions 
of the Federal Food, Drug, and Cosmetic 
Act any drug containing more than 5 
percent methyl salicylate (wintergreen
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o il), the labeling of which Jails to warn 
that use otherwise than as directed 
therein may be dangerous and that the 
article should be kept out of reach of 
children to prevent accidential poisoning.

(c) This statement of interpretation 
in no way exempts methyl salicylate 
(wintergreen oil) or its preparations 
from complying in all other respects with 
the requirements of the Federal Food, 
Drug, and Cosmetic Act.
(Sec. 502, 52 Stat. 1050, as amended; 21 
U.S.C. 352)

§ 201.304 Tannic acid and barium en
ema preparations.

(a) It  has become a widespread prac
tice for tannic acid to be added to barium 
enemas to improve X-ray pictures. Tan
nic acid is capable of causing diminished 
liver function and severe liver necrosis 
when absorbed in sufficient amounts. 
The medical literature reports a number 
of deaths associated with the addition 
of tannic acid to barium enemas. There 
is a lack of scientific evidence to estab
lish the conditions, if any, under which 
tannic acid is safe and effective for use 
in enemas. Tannic acid for rectal use to 
enhance X-ray visualization is regarded 
as a new drug within the meaning of sec
tion 201 (p) o f the Federal Food, Drug, 
and Cosmetic Act.

(b) In view of the hazards involved 
when tannic acid is used in barium 
enemas, any shipments of tannic acid 
labeled to come within the exemptions 
under 502(f) of the Act containing such 
phrases as: “Caution: For manufactur
ing, processing, or repackaging," “For 
prescription compounding,” or “Diag
nostic reagent—For professional use 
only”  will be regarded by the Commis
sioner of Food and Drugs as misbranded 
within the meaning of section 502(f) of 
the Federal Food, Drug, and Cosmestic 
Act unless the label and the labeling bear 
conspicuously a warning to the effect: 
“Warning—Not for use in enemas.”

(c) Any tannic acid intended for use 
by man and found within the jurisdiction 
of the Federal Food, Drug, and Cosmetic 
Act labeled contrary to this section after 
60 days from the date of its publication 
in the F ederal R egister may be made 
the subject of regulatory proceedings.
(Sec. 502, 52 Stat. 1050, as amended; 21 TJ.S.C 
352)

§ 201.305 Isoproterenol inhalation prep
arations (pressurized aerosols, neb
ulizers, powders) for human use; 
warnings.

(a) Accumulating reports have been 
received by the Food and Drug Admin
istration and have appeared in the medi
cal literature of severe paradoxical 
bronchoconstriction associated with re
peated, excessive use of isoproterenol in
halation preparations in the treatment 
of bronchial asthma and other chronic 
bronchopulmonary disorders. The cause 
of this paradoxical reaction is unknown: 
it has been observed, however, that 
patients have not responded completely 
to other forms of therapy until use of 
the isoproterenol inhalation preparation 
was discontinued. In addition, sudden 
unexpected deaths have been associated
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with the excessive use of isoproterenol 
inhalation preparations. The mechanism 
of these deaths and their relationship, 
if any, to the cases of severe paradoxical 
bronchospasm are not clear. Cardiac 
arrest was noted in several of these 
cases of sudden death.

(b) On the basis o f the above infor
mation and after discussion with and 
concurrence of the Respiratory and An
esthetic Drugs Advisory Committee for 
Food and Drug Administration, the 
Commissioner of Food and Drugs con
cludes that in order for the labeling of 
such drugs to bear adequate information 
for their safe use, as required by 
§ 201.100, such labeling must include the 
following:

Warning: Occasional patients have been 
reported to develop severe paradoxical air
way resistance with repeated, excessive use 
of Isoproterenol Inhalation preparations. The 
cause of this refractory state is unknown. It 
is advisable that in such instances the use 
of this preparation be discontinued immedi
ately and alternative therapy Instituted, since 
in the reported cases the patients did not re
spond to other forms of therapy until the 
drug was withdrawn.

Deaths have been reported following exces
sive use of isoproterenol inhalation prepara
tions and the exact cause is unknown. Car
diac arrest was noted in several instances.

(c) ( I )  The Commissioner also con
cludes that in view of the manner in 
which these preparations are self-admin
istered for relief of attacks of bronchial 
asthma and other chronic bronchopul
monary disorders, it is necessary for the 
protection of users that warning infor
mation to patients be included as a part 
of the label and as part of any instruc
tions to patients included in the package 
dispensed to the patient as follows:

Warning: Do not exceed the dose pre
scribed by your physician. I f  difficulty in 
breathing persists, contact your physician 
immediately.

(2) The warning on the label may be 
accomplished (i) by including it on the 
immediate container label with a state
ment directed to pharmacists not to re
move the label or (ii) by including in the 
package a printed warning with instruc
tions' to pharmacists to place the warn
ing on the container prior to dispensing.

(d) The marketing of isoproterenol in
halation preparations may be continued 
if all the following conditions are met:

(1) Within 30 days following the date 
of publication of this section in the F ed 
eral R egister :

(1) The label and labeling of such 
preparations shipped within the juris
diction of the act are in accordance with 
paragraphs (b) and (c) of this section.

(ii) The holder of an approved new- 
drug application for such preparation 
submits a supplement to his new-drflg 
application to provide for appropriate 
labeling changes as described in para
graphs (b) and (c) of this section.

(2) Within 90 days following the date 
of publication of this section in the F ed
eral R egister , the manufacturer, packer, 
or distributor of any drug containing 
isoproterenol intended for inhalation for 
which a new-drug approval is not in 
effect submits a new-drug application
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containing satisfactory information of 
the kinds required by items 4, 5, 6, 7, 8, 
and 9 of the new-drug application form 
(form FD-356H set forth in § 314.1(c) (2) 
of this chapter), including appropriate 
labeling as described in paragraphs (b) 
and (c) of this section.

(3) The applicant submits additional 
information required for the approval of 
the application "as may be specified in a 
written communication from the Food 
and Drug Administration.

(e) After 270 days following expira
tion of said 90 days, regulatory proceed
ings based on section 505(a) of the 
Federal Food, Drug, and Cosmetic Act 
may be initiated with regard to any such 
drug shipped within the jurisdiction of 
the act for which an approved new-drug 
application is not in effect.
(Secs. 502 ( f ) ,  ( j ) ,  505, 62 Stat. 1051-53, as 
amended; 21 U.S.C. 352 ( f ) ,  ( j ) ,  355)

§ 201.306 Potassium salt preparations 
intended for oral ingestion by man.

(a) The Food and Drug Administra
tion will initiate no regulatory action 
with respect to the continued marketing 
of coated tablets containing potassium 
chloride or other potassium salts which 
supply 100 milligrams or more of potas
sium per tablet provided all the follow
ing conditions are met:

(1) Within 30 days from the date of 
publication of this statement of policy 
in the F ederal R egister :

(i) The labeling of the drug bears the 
prescription caution statement quoted in 
section 503(b) (4) of the Federal Food, 
Drug, and Cosmetic Act;

(ii) The labeling on or within the 
package from which the drug is to be 
dispensed bears adequate information 
for its use by practitioners in accord with 
the “ full disclosure”  labeling require
ments of § 201.100 of this chapter, in
cluding the following warning statement: 
“Warning—There have been several re
ports, published and unpublished, con
cerning nonspecific small-bowel lesions 
consisting of stenosis, with or without 
ulceration, associated with the admin
istration of enteric-coated thiazides with 
potassium salts. These lesions may oc
cur with enteric-coated potassium tab
lets alone or when they are used with 
nonenteric-coated thiazides, or certain 
other oral diuretics. These small-bowel 
lesions have caused obstruction, hemor
rhage, and perforation. Surgery was 
frequently required and deaths have oc
curred. Based on a large survey of 
physicians and hospitals, both United 
States and foreign, the incidence of these 
lesions is low, and a causal relationship 
in man has not been definitely estab
lished. Available information tends to 
implicate enteric-coated potassium salts, 
although lesions of this type also occur 
spontaneously. Therefore, coated po
tassium-containing formulations should 
be administered only when indicated, 
and should be discontinued immediately 
if abdominal pain, distention, nausea, 
vomiting, or gastrointestinal bleeding oc
cur. Coated potassium tablets should be 
used only when adequate dietary sup
plementation is not practicable.”
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(Although the warning statement In
cludes references to enteric-coated po
tassium salt preparations, it applies to 
any capsule or coated tablet of a potas
sium salt intended for oral ingestion 
without prior dilution with an adequate 
volume of liquid to preclude gastroin
testinal injury.)

(ill) Any other labeling or additional 
advertising for the drug conforms to the 
labeling described in paragraph (a )(1 ) 
(ii) o f this section, in accordance with 
§§ 202.1 and 201.100 of this chapter.

(2) Within 9T) days from the date of 
publication of this statement of policy 
in the F ederal R egister , the manufac
turer, packer, or distributor of the drug 
shall submit a new-drug application con
taining satisfactory Information of the 
kind required by Items 2, 3, 4, 6, 7, and 
9 of the new-drug application form con
tained in § 314.1(c) of this chapter, with 
appropriate labeling as described in this 
paragraph.

(b) The Food and Drug Administra
tion may initiate regulatory proceedings 
after 30 days from the date of publication 
of this section, with respect to the mar
keting of uncoated tablets containing 
potassium chloride or other potassium 
salts which supply 100 milligrams or 
more of potassium per tablet or with re
spect to liquid preparations containing 
potassium chloride or other potassium 
salts which supply 20 milligrams or more 
of potassium per milliliter, labeled or in
tended for human use, unless all the fol
lowing conditions are met:

(1) The labeling of the drug bears the 
prescription caution statement quoted in 
section 503(b)(4) of the Federal Food, 
Drug, and Cosmetic Act; and

(2) The labeling on or within the pack
age from which the drug is to be dis
pensed bears adequate information for 
its use by practitioners in accord with 
the “ full disclosure” labeling require
ments of § 201.100 of this chapter, 
Including a recommendation that pa
tients be directed to disslove any such 
tablets in an appropriate amount of 
liquid and to dilute any such liquid prep
arations adequately to assure against 
gastrointestinal injury associated with 
the oral ingestion of concentrated potas
sium salt preparations.
(Secs. 602(f), 503(b )(4 ). 506: 52 Stat. 1051, 
1052; 21 U.S.C. 352(f), 353(b), 355)

§ 201.307 Chlorcyclizine, cyclizine, mec
lizine; warnings; labeling require
ments.

(a ) The Food and Drug Administra
tion, pursuant to its responsibility for 
the safety and effectiveness of drugs, has 
conducted active investigations of re
ports of available animal data which 
reveal that chlorcyclizine hydrochloride, 
cyclizine hydrochloride and lactate, and 
meclizine hydrochloride exert a terato
genic response in animals such as the 
rat, mouse, rabbit, pig, and dog. While 
clinical studies to date are inconclusive, 
scientific experts are of the opinion that 
these drugs may possess a potential for 
adverse effects on the human fetus. In
vestigations have led to the conclusion 
that there exists sufficient evidence of
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teratogenicity in animals administered 
these drugs to Justify warnings against 
their use in pregnancy except on advice 
of a physician. An Ad Hoc Advisory 
Committee on the Teratogenic Effect of 
Certain Drugs, comprised of scientists in 
various branches of medicine concerned 
with the problem, has submitted its 
findings and conclusions to the Commis
sioner of Food and Drugs and has rec
ommended that all over-the-counter 
preparations containing chlorcyclizine, 
cyclizine, or meclizine or their salts bear 
a warning.

(b) On the basis of studies made by 
the Food and Drug Administration and 
on the recommendations of the Advisory 
Committee, the Commissioner of Food 
and Drugs has concluded that it is neces
sary for the protection of users that the 
label and labeling of all over-the-counter 
preparations containing chlorcyclizine, 
cyclizine, or meclizine or their salts bear 
a statement to the following effect: 
“Warning—Not for use by women who 
are pregnant or who may possibly be
come pregnant, unless directed by a 
physician, since this drug may have the 
potentiality of injuring the unborn 
child.”

(c) The marketing of oral and pa
renteral drugs containing chlorcyclizine, 
cyclizine, or meclizine or their salts may 
be continued provided that all the fol
lowing conditions are met:

(1) Within 30 days from the date of 
publication of this statement in the 
F ederal R egister .

( ! )  The label and applicable labeling 
of drugs containing chlorcyclizine, cycli
zine, or meclizine or their salts at ac
ceptable levels for over-the-counter dis
tribution, shall prominently and con
spicuously display the statement: 
" Warning—Not for use by women who 
are pregnant or who may possibly be
come pregnant, unless directed by a 
physician, since this drug may have the 
potentiality of injuring the unborn 
child.”

(il) The package labeling and other 
labeling providing professional use in
formation concerning prescription drugs 
containing chlorcyclizine, cyclizine, or 
meclizine or their salts and not contra
indicated for use in pregnancy because 
of some other ingredient, shall bear, in 
accordance with § 201.100* of this chap
ter, a section under “Adverse Reactions” 
headed “Use in Pregnancy,”  as follows:

The following Information should be 
taken Into account In determining whether 
the potential benefits of [chlorcyclizine, 
cyclizine, meclizine, or their salts] outweigh 
the risks of their use in women of child
bearing age and particularly during preg
nancy. A review of available animal data 
reveals that this drug exerts a teratogenic 
response In the [rat, mouse, rabbit, pig, dog]. 
While available clinical data are Inconclu
sive, scientific experts are of the opinion 
that this drug may possess a potential for 
adverse effects on the human fetus. Conse
quently, consideration should be given to 
Initial use of a nonphenothlazine agent that 
is not suspected of having a teratogenic po-

*Section 202.1 will require that prescrip
tion drug advertising contain this warning.

tentlal. In  any case, the dosage and dura
tion of treatment should be kept to a 
m inim um .

This statement shall be followed with 
an appropriate summary of the perti
nent animal studies and adverse clini
cal experiences, with adequate refer
ences to the scientific literature. Also, 
the labeling shall contain, in juxtaposi
tion with any representation for use in 
the treatment of nausea and vomiting 
in pregnancy, the following statement:

The effectiveness o f ______ for the pre
vention and treatment of nausea and vomit
ing of pregnancy has not been established,
and the decision to u s e _____ _ should be
based on the seriousness of the situation, 
remembering that while this drug has been 
used clinically for a decade, there are yet 
no controlled studies to demonstrate Its 
usefulness In an objective fashion. In  most 
cases, nausea and vomiting of pregnancy 
may be unpleasant but do not present a 
serious threat to the health of the patient 
or to the progress of her pregnancy. In 
view of the desirability of keeping the ad
ministration of all drugs to a minimum dur
ing pregnancy, management by physiologic 
means such as proper nutrition and by 
psychologic support Is preferable to antl- 
emetlc therapy.

(2) Within 30 days from the date of 
publication of this statement of policy 
in the F ederal R egister , the applicant 
under an approved new-drug application 
for a drug containing chlorcyclizine, 
cyclizine, or meclizine or their salts shall 
submit a supplement to his new-drug ap
plication, providing for appropriate 
labeling changes as described in para
graph (c) (1) (i) or (ii) of this section.

(3) Within 90 days from the date of 
publication of this statement of policy 
in the F ederal R egister, the manu
facturer, packer, or distributor of any 
drug containing chlorcyclizine, cyclizine, 
or meclizine or their salts for which a 
new-drug approval is not in effect shall 
submit a new-drug application contain
ing satisfactory information of the kinds 
required in the new-drug application 
form contained in § 314.1(c) of this 
chapter, including appropriate labeling 
as described in paragraph (c) (1) (i) or 
(ii) of this section,

(d) In  view of the fact that no sub
stantial evidence has been offered for 
the effectiveness of chlorcyclizine, cycli
zine, and meclizine or their salts In the 
prevention and treatment of nausea and 
vomiting of pregnancy, but mindful of 
the fact that some practicing physicians 
believe that these drugs exert a bene
ficial effect upon this condition, the Food 
and Drug Administration will permit a 
modified claim in Indications for this 
use for a period not exceeding 2 years. 
However, this modified indication for use 
of these drugs in the prevention and 
treatment of nausea and vomiting of 
pregnancy will be deleted from the label
ing unless substantial evidence is offered 
before the expiration of this period of 
time. The Food and Drug Administra
tion will also continue to follow the 
large-scale surveys of clinical experience 
and any reports of adverse reaction that 
may be due to the use of these drugs 
under the revised labeling.
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§201.308 Ipecac syrup; warnings and 
directions, for use for over-the- 
counter sale.

(a) I t  Is estimated that each year 
about 500,000 accidental poisonings occur 
in the United States and result in ap
proximately 1,500 deaths, of which over 
400 are children. In the emergency 
treatment of these poisonings, ipecac 
syrup is considered the emetic of choice. 
The immediate availability of this drug 
for use in such situations is critical, since 
rapid treatment may be the difference 
between life and death. The restriction 
of this drug to prescription sale limits 
its availability in emergencies. On the 
other hand, it is the consensus of in
formed medical opinion that ipecac syrup 
should be used only under medical super
vision in the emergency treatment of 
poisonings. In view of these facts, the 
question of whether ipecac syrup labeled 
as an emergency treatment for use in 
poisonings should be available over the 
counter has been controversial.

(b) In connection with its study of 
this problem, the Food and Drug Admin
istration has obtained the views of medi
cal authorities. I t  is the unanimous 
recommendation of the American Acad
emy of Pediatrics, the American Associa
tion of Poison Control Centers, the 
American Medical Association, and the 
Medical Advisory Board of the Food and 
Drug Administration that ipecac syrup 
in 1 fluid ounce containers be permitted 
to be sold without prescription so that it 
will be readily available in the household 
for emergency treatment of poisonings, 
under medical supervision, and that the 
drug be appropriately packaged and 
labeled for this purpose.

(c) In view of the above recommenda
tions, the Commissioner of Food and 
Drugs has determined that it is in the 
interest of the public health for ipecac 
syrup to be available for sale without 
prescription, provided that it is packaged 
in a quantity of 1 fluid ounce (30 milli
liters) , and its label bears, in addition 
to other required label information, the 
following, in a prominent and con
spicuous manner:

(1) A  statement conspicuously boxed 
and in red letters, to the effect: “For 
emergency .use to cause vomiting in 
poisoning. Before using, call physician, 
the Poison Control Center, or hospital 
emergency room immediately for advice.”

(2) A  warning to the effect: “Warn
ing—Keep out of reach of children. Do 
not use in unconscious persons. Ordi
narily, this drug should not be used if 
strychnine, corrosives such as alkalies 
(lye) and strong acids, or petroleum dis
tillates such as kerosine, gasoline, coal 
oil, fuel oil, paint thinner, or cleaning 
fluid have been ingested.”

(3) Usual dosage: 1 tablespoon (15 
milliliters) in persons over 1 year of age.
§ 201.309 Acelophenetidin (phenacetin)- 

containing preparations; necessary 
warning statement.

(a) In  1961, the Food and Drug 
Administration, pursuant to its statutory 
responsibility for the safety and effec
tiveness of drugs shipped in interstate
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commerce, began ah active investiga
tion of reports of possible toxic effects 
and renal damage due to misuse of the 
drug acetophenetidin. This study led to 
the decision that there was probable 
cause to conclude that misuse and pro
longed use of the drug were in fact 
responsible for kidney lesions and 
disease. The Commissioner of Food and 
Drugs, in December 1963, appointed an 
ad hoc Advisory Committee of Inquiry on 
Possible Nephrotoxicity Associated With 
the Abuse of Acetophenetidin (Phen- 
acetin) -Containing Preparations. This 
committee, composed of scientists in the 
fields of pharmacology and medicine, on 
April 23,1964, submitted its findings and 
conclusions in the matter and recom
mended that all acetophenetidin (phen- 
acetin)-containing preparations bear a 
warning as provided in section 502(f) (2) 
of the Federal Food, Drug, and Cos
metic Act.

(b) On the basis of the studies made 
by the Food and Drug Administration 
and the report of the Advisory Commit
tee, the Commissioner of Food and Drugs 
has concluded that it is necessary for the 
protection of users that the label and 
labeling of all acetophenetidin (phena- 
cetin) -containing preparations bear a 
warning statement to the following ef
fect: “Warning—This medication may 
damage the kidneys when used in large 
amounts or for a long period of time. 
Do not take more than the recommended 
dosage, nor take regularly for longer 
than 10 days without consulting your 
physician.”
§ 201.310 Phenindione; labeling of drug 

preparations intended for use by 
man.

(a) Reports in the medical literature 
and data accumulated by the Food and 
Drug Administration indicate that phen
indione, a synthetic anticoagulant drug, 
has caused a number of cases of 
agranulocytosis (with two fatalities). 
There are also reports implicating the 
drug in cases of hepatitis and hyper
sensitivity reactions. In view of the 
potentially serious effects found to be 
associated with preparations of this drug 
intended for use by man, the Commis
sioner of Food and Drugs will regard 
such preparations as misbranded within 
the meaning o f section 502(f) (1) and 
(2) o f the Federal Food, Drug, and Cos
metic Act, unless the label and labeling 
on or within the package from which the 
drug is to be dispensed, and any other 
labeling furnishing or purporting to 
furnish information for use of the drug, 
bear a conspicuous warning statement 
to the following effect: “Warning: 
Agranulocytosis and hepatitis have been 
associated with the use of phenindione. 
Patients should be instructed to report 
promptly prodromal symptoms such as 
marked fatigue, chill, fever, and sore 
throat. Periodic blood studies and liver 
function tests should be performed. Use 
of the drug should be discontinued if 
leukopenia occurs or if  evidence of 
hypersensitivity, such as dermatitis or 
fever, appears.”

(b) Regulatory action may be initi
ated with respect to preparations of
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phenindione intended for use by man 
found within the jurisdiction of the act 
on or after November 25, 1961, unless 
such preparations are labeled in ac
cordance with paragraph (a) of this 
section.
(Secs. 502(f), 52 Stat. 10151, 21 U.S.C. 352(f) )

§ 201.311 Aminopyrine or dipyrone 
drug preparations for human use; di
rections and warnings.

(a) Because of the increasing number 
of reports of fatal agranulocytosis asso
ciated with the use of aminopyrine (4- 
dimethylamino - 2,3-dimethyl-1-phenyl-
3-pyrazolin-5-one) and dipyrone (1- 
phenyl - 2,3 - dimethyl - 5-pyrazolone-4- 
methylaminomethanesulfonate sodium), 
the Commissioner of Food and Drugs 
convened an ad hoc Committee on Ami
nopyrine and Dipyrone. The members 
of the committee consisted of authorities 
in the fields of hematology, internal 
medicine, neurology, pediatrics, and 
pharmacology. This committee consid
ered the questions of safety and effective
ness o f aminopyrine and dipyrone and 
reported its findings and recommenda
tions to the Commissioner of Food and 
Drugs. Copies of the committee’s report 
and recommendations are available upon 
request, directed to the office of the As
sistant Commissioner for Public Affairs, 
5600 Fishers Lane, Rockville, MD 20852. 
The committee found:

(1) Aminopyrine and dipyrone, a de
rivative of aminopyrine, are capable of 
causing and have caused fatal agranulo
cytosis.

(2) Relatively small amounts of these 
drugs given intermittently over a period 
of time, as well as regular and continued 
administration, can precipitate the re
action of agranulocytosis.

(3) In most instances, other anti
pyretics and analgesics that are much 
safer should be used in preference to 
aminopyrine or dipyrone.

(4) The only conditions in which ami
nopyrine or dipyrone are known to be 
possibly indicated are febrile convulsions 
in children, where a parenteral anti
pyretic may be needed, and in rare in
stances of Hodgkin’s disease and similar 
malignant diseases in which the fever 
cannot be controlled by any other means.

(b) The committee summarized its 
recommendations as follows:

1. It Is recommended that aminopyrine and 
dipyrone for the present be retained on the 
market, but that the following statements 
be included in the labeling of the drugs:

All brochures, mailing pieces, detail pieces, 
advertising, and other labeling should con
tain the following paragraphs, in  this order:

Warning— THIS DRUG MAY CAUSE FATAL 
AGRANULOCYTOSIS. (This should imme
diately foUow the name of the drug.)

Caution— This drug should be used only in 
those conditions in which it is specifically 
Indicated and in which other less toxic drugs 
have proved ineffective or are not tolerated. 
The potential benefit accruing from the 
use of this drug must be weighed against the 
possibility of fatal agranulocytosis.

Indications for use. Aminopyrine and ami
nopyrine dérivâtes (dipyrone preparations) 
should be restricted for use in serious or life- 
threatening situations where salicylates or 
similar drugs are known to be ineffective or 
are contraindicated or not tolerated.
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Duration of administration. Fatal agranu
locytosis has been reported after short-term 
use, Intermittent use, and after long-term 
administration. Therefore, the use of these 
agents should be as brief as possible.

Precautions. Frequent white blood cell 
and differential counts should be carried out. 
However, it is emphasized that agranu
locytosis may occur precipitously without 
prior warning. The drug should be dis
continued at the first evidence of any altera
tion of the blood count or sign of agranu
locytosis, and the patient should be 
instructed to discontinue use of the drug at 
the first indication of sore throat or sign of 
other infection in the mouth or throat (pain, 
swelling, tenderness, ulceration).

Dosage. Adults: The usual antipyretic 
dose should not exceed % to 1 gram per 
dose, nor should more than 3 grams total 
daily dosage be used. I f  the desired effect 
is not achieved within a very few days, 
use of the drug should be discontinued.

Children: 250 to 500 milligrams per dose, 
repeated in 3 to 4 hours if necessary. Use 
of the drug should be as brief as possible.

2. It  is recommended that every effort be 
made through educational media to empha
size the Identical nature of amlnopyrine and 
dipyrone insofar as toxicity is concerned.

3. It  is further recommended that the 
official name of dipyrone be changed to 
amlnopyrinesulfonate sodium, if possible. 
The purpose of this is to achieve the objec
tive of Item 2 above.

4. The committee suggests that the panel 
be recalled by the Commissioner of the Food 
and Drug Administration within approxi
mately one year after these recommendations 
have been fullv Implemented. The purpose 
of such a meeting would be to ascertain 
whether the use of dipyrone and aminopy- 
rine and the cases of fatal agranulocytosis as
sociated with the use of these drugs had been 
noticeably reduced by the method proposed. 
I f  the recommended labeling changes do not 
have the desired effect, other recommenda
tions would need to be considered at that 
time.

(c) The committee also decided that 
a letter should he sent to all physicians 
to remind them of the close similarity 
and toxicity of aminopyrihe and di
pyrone.

(d) On the basis of the available 
evidence, including the findings and 
recommendations of the committee, the 
Commissioner of Food and Drugs finds 
and determines with respect to any 
drug preparation intended for admin
istration to man that contains amino- 
pyrine or dipyrone :

(1) Such drugs are unsafe and are 
regarded as misbranded within the 
meaning of section 502(f) (1) and (2) 
and (j )  of the Federal Food, Drug, and 
Cosmetic Act when labeled or advertised 
for routine use as antipyretics or anal
gesics.

(2) Regulatory proceedings may be 
initiated with regard to the continued 
marketing of any such preparations with 
labeling or advertising offering such 
drugs for routine use as antipyretics or 
analgesics.

(3) Such preparations may be ap
proved as safe and effective for market
ing on the basis of new-drug applications 
containing labeling to the following 
effect, which labeling differs substantially 
from the labeling that has been com
monly employed for many years in the 
marketing of such drugs :

(i) The label and labeling of the drug 
contains prominently and conspicuously, 
immediately following the trade name of 
the drug, without any intervening 
written, printed or graphic matter, the 
following:

(a) A quantitative declaration of the 
amlnopyrine content; or

(b) A  quantitative declaration of the 
dipyrone content with the name “ di
pyrone” followed immediately and con
spicuously in parentheses by the declara
tion “ amlnopyrine derivative” ; and

(c) The statement “Warning:—This 
drug may cause fatal agranulocytosis.”

(ii) Labeling on or within the package 
from which the drug is to be dispensed 
and any other labeling for the drug that 
furnishes or purports to furnish informa
tion for use, or which prescribes, recom
mends, or suggests a dosage for the use 
of the drug, bears, in addition to the 
information required in this subpara
graph, information to the following 
effect: .

WARNING— THIS DRUG MAY CAUSE 
FATAL AGRANULOCYTOSIS.

CAUTION: This drug should be used only 
in those conditions in which it is specifically 
Indicated and in which other less toxic drugs 
have proved ineffective or are not tolerated. 
The potential benefit accruing from the use 
of this drug must be weighed against the 
possibility of fatal agranulocytosis.

Indications for use. Amlnopyrine and 
amlnopyrine derivatives (dipyrone prepa
rations) should be restricted to use for 
their antipyretic effect in serious or life- 
threatening situations where salicylates or 
similar drugs are known to be ineffective or 
are contraindicated or not tolerated.

Duration of administration. Fatal agran
ulocytosis has been reported after short
term use, intermittent use, and after long
term administration. Therefore, the use of 
these agents should be as brief as possible.

Precautions. Frequent white blood cell 
and differential counts should be carried out. 
However, it is emphasized that agranulocy
tosis may occur precipitously without prior 
warning. The drug should be discontinued 
at the first evidence of any alteration of the 
blood count or sign of agranulocytosis, and 
the patient should be instructed to discon
tinue use of the drug at the first indication 
of sore throat or sign of other infection in 
the mouth or throat (pain, swelling, tender
ness, ulceration).

Dosage. Adults: The usual antipyretic 
dose should not exceed to 1 gram per dose, 
nor should more than 3 grams total daily 
dosage be used. I f  the desired effect is not 
achieved within a very few days, use of the 
drug should be discontinued.

Children: 250 to 500 milligrams per dose, 
repeated in 3 to 4 hours if necessary. Use 
of the drug should be as brief as possible.

(4) A  new-drug application for such 
a preparation should Include a commit
ment that all advertising for the drug 
will bear the information required by 
paragraph (d) (3) (i) of this section, 
and that any advertisement that pro
vides any information regarding indi
cations or dosage recommendations will 
include the information required to ap
pear in the package labeling by para
graph (d )(3 ) Cii) of this section and 
will not recommend or suggest use of the 
drug under any other conditions.

(5) A  new-drug application will be 
regarded as approvable if  it contains

satisfactory information of the kinds re
quired by items 4, 5, 6, 7, and 8 of the 
new-drug application form set forth in 
§ 314.1(c) (2) of this chapter.

(6) Regulatory proceedings may be 
initiated with regard to the interstate 
shipment of any such preparations for 
which a new-drug application is not ap
proved or which is labeled or advertised 
contrary to the labeling approved in such 
application consistent with this state
ment of policy.
(Sec. 502 ( f ) ,  ( j ) ;  52 Stat. 1051; 21 UJ3.G. 
352 ( f ) , ( j )  )

§ 201.312 Magnesium sulfate heptahy- 
drate; label declaration on drug 
products.

Magnesium sulfate heptahydrate 
should be listed on the label of a drug 
product as epsom salt, which is its com
mon or usual name.
(Sec. 502, 52 Stat. 1051; 21 U.S.C. 352)

§ 201.313 Estradiol labeling.
The article presently recognized in The 

National Formulary under the heading 
“Estradiol” and which is said to be “ 17- 
cis-beta estradiol” is the same substance 
formerly recognized in the United States 
Pharmacopeia under the designation 
“Alpha Estradiol.” The substance should 
no longer be referred to in drug labeling 
as “Alpha Estradiol.”  The Food and 
Drug Administration would not object to 
label references to the article as simply 
“Estradiol” ; nor would it object if the 
label of a preparation containing this 
substance referred to the presence of 
“Estradiol (formerly known as Alpha 
Estradiol).”
(Secs. 201.' 502, 52 Stat. 1040, 1051; 21 U. S. O. 
321, 352)

§ 201.314 Labeling of drug preparations 
containing salicylates.

(a) The label of any oral drug 
preparation intended for sale without 
prescription and which contains any 
salicylate ingredient (including aspirin, 
salicylamide, other salicylates, and com
binations) must bear a conspicuous 
warning statement in heavy block type on 
clearly contrasting background, such as: 
“Warning—Keep this and all medicines 
out of children's reach. In case of ac
cidental overdose, contact a physician 
immediately,”  or “Warning—Keep out 
of the reach of children,”  except that 
if  the article is an aspirin preparation, it 
shall bear the first of these warning 
statements. Such a warning statement 
is required for compliance with section 
502(f) (2) of the Federal Food, Drug, and 
Cosmetic Act and is intended to guard 
against accidental poisonings. Safety 
closures that prevent access to the drug 
by young children are also recommended 
to guard against accidental poisonings.

(b) Effervescent preparations and 
preparations containing para-aminosal
icylate as the only salicylate ingredient 
are exempted from this labeling require
ment.

(c) Aspirin tablets sold as such and 
containing no other active ingredients, 
except tablets which cannot be readily 
subdivided into a child’s dose because of 
their coating or size, should always bear
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dosage directions for each age group 
down to 3 years of age, with a statement 
such as “For children under 3 years of 
age, consult your physician.” It  is rec
ommended that:

(1) Aspirin tablets especially made 
for pediatric use be produced only in 
1 4̂-grain size to reduce the hazard of 
errors in dosage:

(2) By June 1, 1967, manufacturers 
and distributors of 1 ^ -grain size aspirin 
tablets discontinue the distribution of 
such tablets in retail containers con
taining more than 36 tablets, to reduce 
the hazard of accidental posoning;

(3) The flavoring of 5-grain aspirin 
tablets or other “adult aspirin tablets” be 
discontinued; and

(4) Labeling giving undue emphasis 
to the pleasant flavor of flavored aspirin 
tablets be discontinued.

(d) Salicylate preparations other than 
aspirin tablets sold as such may, at the 
option of the distributor, be labeled for 
use by adults only. I f  their labeling and 
advertising clearly offer them for ad
ministration to adults only.

(e) (1) It  is the obligation of the dis
tributor who labels a salicylate prepara
tion for administration to children to 
make certain that the article is suitable 
for such use and labeled with adequate 
directions for use in the age group for 
which it is offered, but in no case should 
such an article bear directions for use 
in children under 3 years of age. I f  the 
directions provide for administration to 
children as young as 3 years of age, the 
label should bear the statement, “For 
children under 3 years of age consult 
your physician.”  However, if the direc
tions provide for administration to chil
dren only of an age greater than 3 years 
(for example, the dosage instructions 
provide for administration of the article 
to children only down to age 6), the label 
should bear a statement such as, "For 
younger children consult your physi
cian.”

(2) A  statement such as, “For children 
under 3 years of age consult your physi
cian” or “For younger children consult 
your physician” is not required on the 
label of an article clearly offered for ad
ministration to adults only.

(f  ) I f  the labeling or advertising of a 
salicylate preparation offers it for use 
in arthritis or rheumatism, the label and 
labeling should clearly state that the 
beneficial effects claimed are limited to: 
“For the temporary relief of minor aches 
and pains of arthritis and rheumatism.” 
The qualifying phrase "for the temporary 
relief of minor aches and pains” should 
appear with the same degree of promi
nence and conspicuousness as the phrase 
“ arthritis and rheumatism”. The label 
and labeling should bear in juxtaposition 
with such directions for use conspicu
ous warning statements to the effect: 
“Caution: I f  pain persists for more than 
10 days, or redness is present, or in con
ditions affecting children under 12 years 
of age, consult a physician immediately.” 
The salicylate dosage should not exceed 
60 grains in a 24-hour period or 10 grains 
in a 4-hour period. I f  the article con
tains other analgesics, the salicylate dos
age should be appropriately reduced.

(g) (1) The label of any drug con
taining more than 5 percent methyl sali
cylate (wintergreen oil) should bear a 
conspicuous warning such as: “ Warning: 
Do not use otherwise than as directed. 
Keep out of the reach of children to 
avoid accidental poisoning.”

(2) I f  the preparation is a counter- 
irritant or rubefacient, it should also 
bear a caution such as, “ “Caution: Dis
continue use if excessive irritation of the 
skin develops. Avoid getting into the 
eyes or on mucous membranes.” (See 
also § 201.303.)
(Sec. 502,52 Stat. 1051; 21 U.S.C. 352)

§ 201.315 Over-the-counter drugs for 
minor sore throats; suggested warn
ing.

The Food and Drug Administration 
has studied the problem of the labeling 
of lozenges or troches containing a local 
anesthetic, chewing gum containing as
pirin, various mouth washes and gargles 
and other articles sold over the counter 
for the relief of minor irritations of the 
mouth or throat. It  will not object to 
the labeling of suitable articles of this 
type “For the temporary relief of minor 
sore throats” , provided this is immedi
ately followed in the labeling with a 
warning statement in prominent type 
essentially as follows: “Warning—Severe- 
or persistent sore throat or sore throat 
accompanied by high fever, headache, 
nausea, and vomiting may be serious. 
Consult physician promptly. Do not use 
more than 2 days or administer to chil
dren under 3 years of age unless directed 
by physician.”
(Sec. 502,52 Stat. 1051; 21 U.S.C. 352)

Subpart H— Special Requirements for 
Specific Devices

§ 201.405 Labeling of articles intended 
for lay use in the repairing and/or 
refitting of dentures.

(a ) The American Dental Association 
and leading dental authorities have ad
vised the Food and Drug Administra
tion of their concern regarding the safety 
of denture reliners, repair kits, pads, 
cushions, and other articles marketed 
and labeled for lay use in the repair
ing, refitting, or cushioning of ill-fitting, 
broken, or irritating dentures. It  is the 
opinion of dental authorities and the 
Food and Drug Administration that to 
properly repair and properly refit den
tures a person must have professional 
knowledge and specialized technical 
skill. Layman cannot be expected to 
maintain the original vertical dimension 
of occlusion and the centric relation es
sential in the proper repairing or refit
ting of dentures. The continued wearing 
of improperly repaired or refitted den
tures may cause acceleration of bone re
sorption, soft tissue hyperplasia, and 
other irreparable damage to the oral 
cavity. Such articles designed for lay use 
should be limited to emergency or tem
porary situations pending the services of 
a licensed dentist.

(b) The Food and Drug Administra
tion therefore regards such articles as 
unsafe and misbranded under the Fed

eral Food, Drug, and Cosmetic Act, unless 
the labeling:

(1) (i) Limits directions for use for 
denture repair kits to emergency repair
ing pending unavoidable delay in ob
taining professional reconstruction of 
the denture;

(ii) Limits directions for use for den
ture reliners, pads, and cushions to tem
porary refitting pending unavoidable de
lay in obtaining professional reconstruc
tion of the denture;

(2) Contains in a conspicuous manner 
the word "emergency” preceding and 
modifying each indication-for-use state
ment for denture repair kits and the 
word “ temporary” preceding and modify
ing each indication-for-use statement 
for reliners, pads, and cushions; and

(3) Includes a conspicuous warning 
statement to the effect:

(i) For denture repair kits: “Warn
ing—For emergency repairs only. Long
term use of home-repaired dentures may 
cause faster bone loss, continuing irrita
tion, sores, and tumors. This kit for 
emergency use only. See Dentist Without 
Delay.”

(ii) For denture reliners, pads, and 
cushions: “Warning—For temporary use 
only. Long-term use of this product may 
lead to faster bone loss, continuing irri
tation, sores, and tumors. For Use Only 
Until a Dentist Can Be Seen.”

(c) Adequate directions for use re
quire full information of the temporary 
and emergency use recommended in 
order for the layman to understand the 
limitations of usefulness, the reasons 
therefor, and the importance of adher
ing to the warnings. Accordingly, the 
labeling should contain substantially the 
following information:

(1) For denture repair kits: Special 
training and tools are needed to repair 
dentures to fit properly. Home-repaired 
dentures may cause irritation to the 
gums and discomfort and tiredness 
while eating. Long-term use may lead to 
more troubles, even permanent changes 
in bones, teeth, and gums, which may 
make it impossible to wear dentures in 
the future. For these reasons, dentures 
repaired with this kit should be used only 
in an emergency until a dentist can be 
seen. Dentures that don’t fit properly 
cause irritation and injury to the gums 
and faster bone loss, which is permanent. 
Dentures that don’t fit properly cause 
gum changes that may require surgery 
for correction. Continuing irritation and 
injury may lead to cancer in the mouth. 
You must see your dentist as soon as 
possible.

(2) For denture reliners, pads, and 
cushions: Use of these preparations or 
devices may temporarily decrease the 
discomfort; however, their use will not 
make the denture fit properly. Special 
training and tools are needed to repair 
a denture to fit properly. Dentures that 
do not fit properly cause irritation and 
injury to the gums and faster bone loss, 
which is permanent and may require a 
a completely new denture. Changes in 
the gums caused by dentures that do not 
fit properly may require surgery for cor
rection. Continuing irritation and injury
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may lead to cancer in the mouth. You 
must see your dentist as soon as possible.

(3) I f  the denture relining or repair
ing material forms a permanent bond 
with the denture, a warning statement 
to the following effect should be in
cluded: “This reliner becomes fixed to 
the denture and a completely new den
ture may be required because of its use.”

(d) Labeling claims exaggerating the 
usefulness or the safety of the material 
or failing to disclose all facts relevant to 
the claims of usefulness will be regarded 
as false and misleading under sections 
201 (n) and 502(a) of the Federal Food, 
Drug, and Cosmetic Act.

(e) Regulatory action may be initi
ated with respect to any article found 
within the jurisdiction of the act con
trary to the provisions of this policy 
statement after 90 days following the 
date of publication of this section in the 
F ederal R egister .

§ 201.410 Use of impact-resistant lenses 
in eyeglasses and sunglasses.

(a ) Examination of data available on 
the frequency of eye injuries resulting 
from the shattering of ordinary crown 
glass lenses indicate that the use of such 
lenses constitutes an avoidable hazard 
to the eye of the wearer.

(b) The consensus of the ophthalmic 
community is that the number of eye 
injuries would be substantially reduced 
by the use in eyeglasses and sunglasses 
of either plastic lenses, heat-treated 
crown glass lenses, or lenses made 
impact-resistant by other methods.

(c) To protect the public more ade
quately from potential eye injury, eye
glasses and sunglasses must be fitted 
with impact-resistant lenses, except in 
those cases where the physician or op
tometrist finds that such lenses will not 
fulfill the visual requirements of the par
ticular patient, directs in writing the use 
of other lenses and gives written 
notification thereof to the patient.

(d ) The physician or optometrist shall 
have the option of ordering heat-treated 
glass lenses, plastic lenses, laminated 
glass lenses, or glass lenses made impact 
resistant by other methods; however, all 
such lenses must be capable of with
standing an impact test in which a %- 
inch steel ball weighing approximately 
0.56 ounces is dropped from a height of 
50 inches upon the horizontal upper sur
face of the lens. The ball shall strike 
within a %-inch diameter circle located 
at the geometric center of the lens. The 
ball may be guided, but not restricted, 
in its fall by being dropped through a 
tube extending to within approximately 
4 inches of the lens. In order to pass the 
test, the lens must not fracture (for the 
purpose of this section, a lens will be 
considered to have fractured if it cracks 
through its entire thickness, Including a 
laminar layer, if  any, and across a com
plete diameter into two or more separate 
pieces or if any lens material visable to 
the naked eye becomes detached from 
the ocular surface). The test shall be con
ducted with the lens supported by a tube 
(1-inch inside diameter, 1 %-inch outside 
diameter, and approximately 1-inch 
high) affixed to a rigid iron or steel base

plate. The total weight of the base plate 
and its rigidly attached fixtures shall be 
not' less than 27 pounds. For lenses of 
small minimum diameter, a support tube 
having an outside diameter of less than 
1% Inches may be used. The support 
tube shall be made of rigid acrylic plas
tic, steel or other suitable substance and 
shall have securely bonded on the top 
edge a Va- by %-inch neoprene gasket 
having a hardness of 40±5, as deter
mined by ASTM Method D 1415; a min
imum tensile strength of 1,200 pounds, 
as determined by ASTM Method D 412; 
and a minimum ultimate elongation of 
400 percent, as determined by ASTM 
Method D 412. The diameter and/or 
contour of the lens support may be mod
ified as necessary so that the Va- by Va- 
inch neoprene gasket supports the lens 
at its periphery. Each finished impact- 
resistant glass lens for prescription use 
shall be subjected to the impact test pre
scribed by this paragraph. Raised ledge 
multifocal lenses must be impact-resis
tant but need not be tested beyond initial 
design testing. To demonstrate that all 
other types of impact-resistant lenses 
(including impact-resistant laminated 
glass lenses) are capable of withstanding 
this impact test, the manufacturer of 
such lenses shall subject to the impact 
test a statistically significant sampling of 
lenses from each production batch, and 
the lenses so tested shall be representa
tive of the finished forms as worn by the 
wearer (including finished forms that 
are of minimal lens thickness and have 
been subjected to any treatment used to 
impart impact resistance). Plastic pre-> 
scription and all nonprescription lenses, 
tested on the basis of statistical signif
icance, may be tested in uncut finished 
or semifinished form at the point of orig
inal manufacture. This statement of 
policy will be appropriately amended to 
provide for use of alternate methods of 
testing the impact resistance of lenses if 
it can be shown that the alternate 
method is equal to or superior to the 
method prescribed in this paragraph.

(e) Copies o f invoice(s), shipping 
document (s), and records of sale or dis
tribution of all impact resistant lenses 
(including finished eyeglasses and sun
glasses) shall be kept and maintained 
for a period of 3 years; however, the 
names and addresses of individuals pur
chasing nonprescription eyeglasses and 
sunglasses at the retail level need not be 
kept and maintained by the retailer. The 
records kept in compliance with this 
paragraph shall be made available upon 
request at all reasonable hours by any 
officer or employee of the Food and Drug 
Administration or by any other officer or 
employee acting on behalf of the Secre
tary of Health, Education, and Welfare 
and such officer or employee shall be 
permitted to inspect and copy such rec
ords, to make such inventories of stock 
as he deems necessary, and otherwise to 
check the correctness of such inventoriés.

( f  ) In addition, those persons conduct
ing impact tests in accordance with 
paragraph (d) of this section, shall keep 
and maintain the results thereof for a 
period of 3 years. Such records and re
sults shall be made available, upon re -

quest at all reasonable hours by any offi
cer or employee acting on behalf of the 
Secretary of Health, Education, and Wel
fare and shall permit such officer or em
ployee to inspect and copy such records, 
to make such inventories of stock as he 
deems necessary, and otherwise to check 
the correctness of such inventories.

(g) For the purpose of this section, the 
term “manufacturer” includes an im
porter for resale. Such importer may 
have the tests required by paragraph
(d) of this section conducted in the coun
try of origin but must make the results 
thereof available, upon request, to the 
Food and Drug Administration, as soon 
as practicable.

(h) The transition to impact-resistant 
lenses must be completed as promptly 
as possible; however, to provide for the 
development of an adequate supply of 
impact-resistant lenses and to facilitate 
an orderly changeover to these lenses, 
all lenses manufactured after January 31, 
1972, must be impact-resistant, except 
when the physician or optometrist find« 
that impact-resistant lenses will not ful
fill the visual requirements of a particu
lar patient.

(i) This statement of policy does not 
apply to contact lenses.
(Secs. 502(J), 52 Stat. 1051; 21 U.S.C. 352(J) )

PART 202— PRESCRIPTION DRUG 
ADVERTISING

Sec.
202.1 Prescription-drug advertisements.

A u t h o r i t y : Secs. 201(n), 502, 505, 507, 701, 
52 Stat. 1041, 1050-1053 as amended, 1055- 
1056 as amended by 70 Stat. 919 and 72 Stat. 
948, 59 Stat. 463 as amended (21 U.S.C. 
321(n) , 352,355, 357, 701).

§ 202.1 Prescription drug advertise
ments.

(a) (1) The ingredient Information 
required by section 502 (n) of the Federal 
Food, Drug, and Cosmetic Act shall ap
pear together, without any intervening 
written, printed, or graphic matter, ex
cept the proprietary names of ingredi
ents, which may be included with the 
listing of established nama*,

(2 ) The order of listing of ingredients 
in the advertisement shall be the « » t»a 
as the order of listing of ingredients on 
the label of the product, and the infor
mation presented in the advertisement 
concerning the quantity of each such in
gredient shall be the same as the corre
sponding information on the label of the 
product.

(3) The advertisement shall not em
ploy a fanciful proprietary name for the 
drug or any ingredient in such a manner 
as to imply that the drug or ingredient 
has some unique effectiveness or com
position, when, in fact, the drug or in
gredient is a common substance, the lim
itations of which are readily recognized 
when the drug or Ingredient is listed by 
its established name.

(4) The advertisement shall not fea
ture inert or inactive ingredients in a 
manner that creates an impression of 
value greater than their true functional 
role in the formulation.

(5) The advertisement shall not desig
nate a drug or ingredient by a proprie-
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tary name that, because of similarity in 
spelling or pronunciation, may be con
fused with the proprietary name or the 
established name of a different drug or 
Ingredient. L

(b) (1) I f  an advertisement for a pre
scription drug bears a proprietary name 
or designation for the drug or any in
gredient thereof, the established name, 
if such there be, corresponding to such 
proprietary name or designation shall ac
company such proprietary name or des
ignation each time it is featured in the 
advertisement for the drug; but, except 
as provided below in this subparagraph, 
the established name need not be used 
with the proprietary name or designation 
in the running text of the advertisement. 
On any page of an advertisement in 
which the proprietary name or designa
tion is not featured but is used in the run
ning text, the established name shall be 
used at least once in the running text in 
association with such proprietary name 
or designation and in the same type size 
used in the running text: Provided, how
ever, That if  the proprietary name or 
designation is used in the running text in 
larger size type, the established name 
shall be used at least once in association 
with, and in type at least half as large as 
the type used for, the most prominent 
presentation of the proprietary name or 
designation in such running text. I f  any 
advertisement includes a column with 
running text containing detailed infor
mation as to composition, prescribing, 
side effects, or contraindications and the 
proprietary name or designation is used 
in such column but is not featured above 
or below the column, the established 
name shall be used at least once in such 
column of running text in association 
with such proprietary name or designa
tion and in the same type size used in 
such column of running text: Provided, 
however, That if the proprietary name 
or designation is used in such column of 
running text in larger size type, the es
tablished name shall be used at least once 
in association with, and in type at least 
half as large as the type used for, the 
most prominent presentation of the pro
prietary name or designation in such 
column of running text. Where the es
tablished name is required to accompany 
or to be used in association with the pro
prietary name or designation, the estab
lished name shall be placed in direct 
conjunction with the proprietary name 
or designation, and the relationship be
tween the proprietary name or designa
tion and the established name shall be 
made clear by use of a phrase such as 
“brand of”  preceding the established 
name, by brackets surrounding the es
tablished name, or by other suitable 
means.

(2) The established name shall be 
printed in letters that are at least half 
as large as the letters comprising the 
proprietary name or designation with 
which it is Joined, and the established 
name shall have a prominence commen
surate with the prominence with which 
such proprietary name or designation 
appears, taking into account all perti
nent factors, including typography; lay
out, contrast, and other printing features.
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(c) In  the case of a prescription drug 
containing two or more active Ingredi
ents, if  the advertisement bears a pro
prietary name or designation for such 
mixture and there is no established name 
corresponding to such proprietary name 
or designation, the quantitative ingredi
ent information required In the adver
tisement by section 502(n) of the act 
shall be placed in direct conjunction with 
the most prominent display of the pro
prietary name or designation. The 
prominence o f the quantitative ingredi
ent information shall bear a reasonable 
relationship to the prominence of the 
proprietary name.

(d) (1) I f  the advertisement employs 
one proprietary name or designation to 
refer to a combination of active ingredi
ents present in more than one prepara
tion (the individual preparations differ
ing from each other as to quantities of 
active Ingredients and/or the form of the 
finished preparation) and there is no 
established name corresponding to such 
proprietary name or designation, a list
ing showing the established names of the 
active ingredients shall be placed in di
rect conjunction with the most promi
nent display of such proprietary name 
or designation. The prominence of this 
listing of active ingredients shall bear 
a reasonable relationship to the promi
nence of the proprietary name and the 
relationship between such proprietary 
name or designation, and the listing of 
active ingredients shall be made clear 
by use of such phrase as “brand of” , pre
ceding the listing of active ingredients.

(2) The advertisement shall promi
nently display the name of at least one 
specific dosage form and shall have the 
quantitative ingredient information re
quired by section 502 (n) of the act in 
direct conjunction with such display. I f  
other dosage forms are listed in the ad
vertisement, the quantitative ingredi
ent information for such dosage forms 
shall appear in direct conjunction and 
in equal prominence with the most prom
inent listing of the names of such dosage 
forms.

(e) True statement of information in 
brief summary relating to side effects, 
contraindications, and effectiveness:

(1) When required. All advertisements 
for any prescription drug (“prescription 
drug” as used in this section means drugs 
defined in section 503(b)(1) of the act 
and § 201.105, applicable to drugs for 
use by man and veterinary drugs, re
spectively), except advertisements de
scribed in paragraph (e) (2) of this sec
tion, shall present a true statement of 
information in brief summary relating 
to side effects, contraindications (when 
used in this section “side effects, con
traindications” include side effects, warn
ings, precautions, and contraindications 
and include any such Information under 
such headings as cautions, special con
siderations, important notes, etc.) and 
effectiveness. Advertisements broadcast 
through media such as radio, television, 
or telephone communications systems 
shall include information relating to the 
major side effects and contraindications 
of the advertised drugs in the audio or 
audio and visual parts of the presenta-
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tion and unless adequate provision is 
made for dissemination of the approved 
or permitted package labeling in con
nection with the broadcast presentation 
shall contain a brief summary of all nec
essary Information related to side effects 
and contraindications.

<2) Exempt advertisements. The fol
lowing advertisements are exempt from 
the requirements of paragraph (e) (1) of 
this section under the conditions speci
fied:
' (i) Reminder advertisements. Re

minder advertisements if they contain 
only the properietary or trade name of 
a drug (which necessitates declaring the 
established name, if any, and furnishing 
the formula showing quantitatively each 
ingredient of the drug to the extent re
quired for labels) and, optionally, infor
mation relating to dosage form, quantity 
of package contents, price, the name and 
address of the manufacturer, packer, or 
distributor or other written, printed, or 
graphic matter containing no repre
sentation or suggestion relating to the 
advertised drug: Provided, however, That 
if the Commissioner finds that there is 
evidence of significant incidence of fa 
talities or serious damage associated with 
the use of a particular prescription drug, 
he may notify the manufacturer, packer, 
or distributor of the drug by mail that 
this exemption does not apply to such 
drug by reason of such finding: And pro
vided, however, That reminder adver
tisements are not permitted for a drug 
for which an announcement has been 
published pursuant to a review of the 
labeling claims for the drug by the Na
tional Academy of Sciences-National 
Research Council, Drug Efficacy Study 
Group, and for which no claim has been 
evaluated as higher than “possibly ef
fective.” I f  the Commissioner finds the 
circumstances are such that a reminder 
advertisement may be misleading to pre
scribes of drugs subject to NAS-NRC 
evaluation such advertisements will not 
be allowed and the manufacturer, 
packer, or distributor will be notified 
either in the publication of the conclu
sions on the effectiveness of the drug or 
by letter.

(ii) Advertisements of h u l k - s a l e  
drugs. Advertisements of bulk-sale drugs 
that promote sale of the drug in bulk 
packages in accordance with the practice 
of the trade solely to be processed, manu
factured, labeled, or repackaged in sub
stantial quantities and that contain no 
claims for the therapeutic safety or 
effectiveness of the drug.

(iii) Advertisements of prescription
compounding drugs. Advertisements of 
prescription-compounding drugs that 
promote sale of a drug for use as a pre
scription chemical or other compound 
for use by registered pharmacists in 
compounding prescriptions if the drug 
otherwise complies with the conditions 
for the labeling exemption contained in 
§ 201.120 and the advertisement contains 
no claims for the therapeutic safety or 
effectiveness of the drug.

(3) Scope of information to he in
cluded; applicahility to the entire ad
vertisement. (i) The requirement of a 
true statement of information relating
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to side effects, contraindications, and 
effectiveness applies to the entire ad
vertisement. Untrue or misleading in
formation in any part of the advertise
ment will not be corrected by the in
clusion in another distinct part of the 
advertisement of a brief statement con
taining true information relating to side 
effects, contraindications, and effective
ness of the drug. I f  any part or theme of 
the advertisement would make the ad
vertisement false or misleading by rea
son of the omission of appropriate 
qualification or pertinent information, 
that part or theme shall include the 
appropriate qualification or pertinent 
information, which may be concise if it 
is supplemented by a prominent refer
ence on each page to the presence and 
location elsewhere in the advertisement 
of a more complete discussion of such 
qualification or information.

(ii) The information relating to effec
tiveness is not required to include infor
mation relating to all purposes for which 
the drug is intended but may optionally 
be limited to a true statement of the ef
fectiveness of the drug for the selected 
purpose(s) for which the drug is recom
mended or suggested in the advertise
ment. The information relating to effec
tiveness shall include specific indications 
for use of the drug for purposes claimed 
in the advertisement; for example, when 
an advertisement contains a broad claim 
that a drug is an antibacterial agent, the 
advertisement shall name a type or types 
of infections and microorganisms for 
which the drug is effective clinically as 
specifically as required, approved, or per
mitted in the drug package labeling.

(iii) The information relating to side 
effects and contraindications shall dis
close each specific side effect and contra
indication (which include side effects, 
warnings, precautions, and contraindi
cations and include any such information 
under such headings as cautions, special 
considerations, important notes, etc.; see 
paragraph (e) (1) of this section) con
tained in required, approved, or per
mitted labeling for the advertised drug 
dosage form (s); Provided, however,

(a) The side effects and contraindica
tions disclosed may be limited to those 
pertinent to the indications for which the 
drug is recommended or suggested in the 
advertisement to the extent that such 
limited disclosure has previously been ap
proved or permitted in drug labeling con
forming to the provisions of §§ 201.100 or 
201.105; and

(b) The use of a single term for a 
group of side effects and contraindica
tions (for example, “blood dyscrasias" 
for disclosure of “ leukopenia,” “ agranu
locytosis,”  and “neutropenia” ) is per
mitted only to the extent that the use of 
such a single term in place of disclosure 
of each specific side effect and contrain
dication has been previously approved or 
permitted in drug labeling conforming 
to the provisions of §§ 201.100 or 201.105.

(4) Substance of information to be in
cluded in brief summary, (i) (a) An ad
vertisement for a prescription drug cov
ered by a new-drug application approved 
pursuant to section 505 of the act after 
October 10,1962 or section 512 of the act

after August 1, 1969, or any approved 
supplement thereto, shall not recommend 
or suggest any use that is not in the label
ing accepted in such approved new-drug 
application or supplement. The adver
tisement shall present information from 
labeling required, approved, or permitted 
in a new-drug application relating to 
each specific side effect and contraindica
tion in such labeling that relates to the 
uses of the advertised drug dosage 
form(s) or shall otherwise conform to 
the provisions of paragraph (e) (3) (iii) 
of this section.

(b ) I f  a prescription drug was covered 
by a new-drug application or a supple
ment thereto that became effective prior 
to October 10, 1962, an advertisement 
may recommend or suggest;

(1) Uses contained in the labeling ac
cepted in such new-drug application and 
any effective, approved, or permitted 
supplement thereto.

(2) Additional uses contained in label
ing in commercial use on October 9, 
1962, to the extent that such uses did not 
cause the drug to be an unapproved “new 
drug” as “new drug” was defined in sec
tion 201 (p) of the act as then in force, 
and to the extent that such uses would 
be permitted were the drug subject to 
paragraph (e) (4) (iii) of this section.

(3) Additional uses contained in la
beling in current commercial use to the 
extent that such uses do not cause the 
drug to be an unapproved “new drug” 
as defined in section 201 (p) of the act 
as amended or a “new animal drug” as 
defined in section 201 (w) of the act as 
amended.

The advertisement shall present infor
mation from labeling required, approved, 
or permitted in a new-drug application 
relating to each specific side effect and 
contraindication in such labeling that 
relates to the uses of the advertised drug 
dosage form(s) or shall otherwise con
form to the provisions of paragraph
(e) (3) (iii) of this section.

(ii) An advertisement for a prescrip
tion drug subject to certification under 
section 507 or 512 of the act shall not rec
ommend or suggest any use that is not in 
the labeling covered by the certification 
or the applicable certification regula
tions or regulations providing for exemp
tion from certification. The advertise
ment shall present information from 
such labeling covered by the certification 
or the applicable certification regulations 
or regulations providing for exemption 
from certification, relating to each spe
cific side effect and contraindication in 
such labeling and such regulations for 
the advertised drug dosage form(s) or 
shall otherwise conform to the pro
visions of paragraph (e) (3) (iii) of this 
section.

(iii) In the case of an advertisement 
for a prescription drug other than a drug 
the labeling of which causes it to be an 
unapproved “new drug” and other than 
drugs covered by paragraph (e) (4) (i) 
and (ii) of this section, an advertise
ment may recommend and suggest the 
drug only for those uses contained in the 
labeling thereof :

(a ) For which the drug is generally 
recognized as safe and effective among 
experts ¡qualified by scientific training 
and experience to evaluate the safety and 
effectiveness of such drugs; or

(b) For which there exists substantial 
evidence of safety and effectiveness, 
consisting of adequate and well-con
trolled investigations, including clinical 
investigations (as used in this section 
“clinical investigations,” “ clinical' ex
perience,” and “clinical significance” 
mean in the case of drugs intended for 
administration to man, investigations, 
experience, or significance in humans, 
and in the case of drugs intended for 
administration to other animals, investi
gations, experience, or significance in the 
specie or species for which the drug is 
advertised), by experts qualified by 
scientific training and experience to 
evaluate the safety and effectiveness of 
the drug involved, on the basis of which 
it can fairly and responsibly be concluded 
by such experts that the drug is safe 
and effective for such uses; or

(c) For which there exists substan
tial clinical experience (as used in this 
section this means substantial clinical 
experience adequately documented in 
medical literature or by other data (to 
be supplied to the Food and Drug Ad
ministration, if requested)), on the 
basis of which it can fairly and respon
sibly be concluded by qualified experts 
that the drug is safe and effective for 
such uses; or

(d ) For which safety is supported un
der any of the preceding clauses in para
graph (e) (4) (iii) (a ) , (b ), and (c) of 
this section and effectiveness is sup
ported under any other of such clauses.
The advertisement shall present in
formation relating to each specific side 
effect and contraindication that is re
quired, approved, or permitted in the 
package labeling by §§ 201.100 or 201.105 
of this chapter of the drug dosage 
form(s) or shall otherwise conform to 
the provisions of paragraph (e) (3) (iii) 
of this section.

(5) “ True statement” of information. 
An advertisement does.not satisfy the re
quirement that it present a “ true state
ment” of information in brief summary 
relating to side effects, contraindications, 
and effectiveness if:

(i) It  is false or misleading with re
spect to side effects, contraindications, or 
effectiveness; or

(ii) It  fails to present a fair balance 
between information relating to side ef
fects and contraindications and infor
mation relating to effectiveness of the 
drug in that the Information relating 
to effectiveness is presented in greater 
scope, depth, or detail than is required 
by section 502(n) o f the act and this 
information is not fairly balanced by a 
presentation of a summary of true Infor
mation relating to side effects and con
traindications of the drug; Provided, 
however, That no advertisement shall be 
considered to be in violation of this sec
tion if the presentation of true informa
tion relating to side effects and contrain
dications is comparable in depth and de-
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tail with the claims for effectiveness or 
safety.

(iii) I t  fails to reveal facts material 
in the light of its representations or ma
terial with respect to consequences that 
may result from the use of the drug as 
recommended or suggested in the 
advertisement.

(6) Advertisements that are false, 
lacking iri fair balance, or otherwise mis
leading. An advertisement for a prescrip
tion drug is false, lacking in fair balance, 
or otherwise misleading, or otherwise 
violative of section 502 (n) of the act. 
among other reasons, if  it:

(i) Contains a representation or sug
gestion, not approved or permitted for 
use in the labeling, that a drug is better, 
more effective, useful in a broader range 
of conditions or patients (as used in this 
section “patients" means humans and 
in the case of veterinary drugs, other an
imals), safer, has fewer, or less inci
dence of, or less serious side effects or 
contraindications than has been demon
strated by substantial evidence or sub
stantial clinical experience (as described 
in paragraph (e) (4) (iii) (5) and (c) 
of this section) whether or not such 
representations are made by comparison 
with other drugs or treatments, and 
whether or not such a representation or 
suggestion is made directly or through 
use of published or unpublished litera
ture, quotations, or other references.

(ii) Contains a drug comparison that 
represents or suggests that a drug is safer 
or more effective than another drug in 
some particular when it has not been 
demonstrated to be safer or more effec
tive in such particular by substantial evi
dence or substantial clinical experience.

(ill) Contains favorable information 
or opinions about a drug previously re
garded as valid but which have been ren
dered invalid by contrary and more cred
ible recent information, or contains lit
erature references or quotations that are 
significantly more favorable to the drug 
than has been demonstrated by substan
tial evidence or substantial clinical 
experience.

(iv) Contains a representation or sug
gestion that a drug is safer than it has 
been demonstrated to be by substantial 
evidence or substantial clinical experi
ence, by selective presentation of in
formation from published articles or 
other references that report no side 
effects or minimal side effects with the 
drug or otherwise selects information 
from any source in a way that makes a 
drug appear to be safer than has been 
demonstrated.

(v) Presents information from a study 
in a way that implies that the study 
represents larger or more general experi
ence with the drug than it actually does.

(vi) Contains references to literature 
or studies that misrepresent the effec
tiveness of a drug by failure to disclose 
that claimed results may be due to con
comitant therapy, or by failure to dis
close the credible information available 
concerning the extent to which claimed 
results may be due to placebo effect (in
formation concerning placebo effect is

not required unless the advertisement 
promotes the drug for use by man).

(vii) Contains favorable data or con
clusions from nonclinical studies of a 
drug, such as in laboratory animals or in 
vitro, in a way that suggests they have 
clinical significance when in fact no 
such clinical significance has been 
demonstrated.

(viii) Uses a statement by a recog
nized authority that is apparently favor
able about a drug but fails to refer to 
concurrent or more recent unfavorable 
data or statements from the same au
thority on the same subject or subjects. '

(ix) Uses a quote or paraphrase out 
of context to convey a false or misleading 
Idea.

(x ) Uses literature quotations or refer
ences that purport to support an ad
vertising claim but in fact do not support 
the claim or have relevance to the claim.

(3d) Uses literature, quotations, or 
references for the purpose o f recom
mending or suggesting conditions of drug 
use that are not approved or permitted 
in the drug package labeling.

(xii) Offers a combination of drugs 
for the treatment of patients suffering 
from a condition amenable to treatment 
by any of the components rather than 
limiting the indications for use to 
patients for whom concomitant therapy 
as provided by the fixed combination 
drug is indicated, unless such condition 
i§ included in the uses permitted under 
paragraph (e) (4) of this section.

(xiii) Uses a study on normal in
dividuals without disclosing that the 
subjects were normal, unless the drug 
Is intended for use on normal individuals.

(xiv) Uses “statistics”  on numbers of 
patients, or counts of favorable results or 
side effects, derived from pooling data 
from various insignificant or dissimilar 
studies in a way that suggests either that 
such “statistics” are valid if  they are not 
or that they are derived from large or 
significant studies supporting favorable 
conclusions when such is not the case.

(3cv) Uses erroneously a statistical 
finding of “no significant difference”  to 
claim clinical equivalence or to deny or 
conceal the potential existence of a real 
clinical difference.

(xvi) Uses statements or representa
tions that a drug differs from or does not 
contain a named drug or category of 
drugs, or that it has a greater potency 
per unit of weight, in a way that suggests 
falsely or misleadingly or without sub
stantial evidence or substantial clinical 
experience that the advertised drug is 
safer or more effective than such other 
drug or drugs.

(xvii) Uses data favorable to a drug 
derived from patients treated with dos
ages different from those recommended 
in approved or permitted labeling if the 
drug advertised is subject to section 505, 
507, or 512 of the act, or, in the case of 
other drugs, if the dosages employed were 
different from those recommended in the 
labeling and generally recognized as safe 
and effective. This provision is not in
tended to prevent citation of reports of 
studies that include some patients treated
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with dosages different from those au
thorized, if the results in such patients 
are not used.

(xviii) Uses headline, subheadline, or 
pictorial or other graphic matter in a way 
that is misleading.

(xix) Represents or suggests that drug 
dosages properly recommended for use 
in the treatment of certain classes of 
patients or disease conditions are safe 
and effective for the treatment of other 
classes of patients or disease conditions 
when such is not the case.

(xx) Presents required information 
relating to side effects or contraindica
tions by means of a general term for a 
group in place of disclosing each specific 
side effect and contraindication (for ex
ample employs the term “ blood dys- 
crasias” instead of “ leukopenia,”  “ agran
ulocytosis,” “neutropenia,”  etc.) unless 
the use of such general term conforms to 
the provisions of paragraph (e) (3) (iii) 
of this section.
Provided, however, That any provision of 
this paragraph shall be waived with re
spect to a specified advertisement as set 
forth in a written communication from 
the Food and Drug Administration on a 
petition for such a waiver from a person 
who would be adversely affected by the 
enforcement of such provision on the 
basis of a showing that the advertisement 
is not false, lacking in fair balance, or 
otherwise misleading, or otherwise viola
tive of section 502(n) of the act. A  peti
tion for such a waiver shall set forth 
clearly and concisely the petitioner’s in
terest in the advertisement, the specific 
provision of this paragraph from which 
a waiver is sought, a complete copy of 
the advertisement, and a showing that 
the advertisement is not false, lacking in 
fair balance, or otherwise misleading, or 
otherwise violative of section 502 (n) of 
the act.

(7) Advertisements that may be false, 
lacking in fair balance, or otherwise mis
leading. An advertisement may be false, 
lacking in fair balance, or otherwise mis
leading or otherwise violative of section 
502(n) of the act if it:

(i) Contains favorable information or 
conclusions from a study that is inade
quate in design, scope, or conduct to fur
nish significant support for such infor
mation or conclusions.

(ii) Uses the concept of “statistical 
significance" to support a claim that has 
not been demonstrated to have clinical 
significance or validity, or fails to reveal 
the range of variations around the 
quoted average results.

(iii) Uses statistical analyses and 
techniques on a retrospective basis to 
discover and cite findings not soundly 
supported by the study, or to suggest 
scientific validity and rigor for data from 
studies the design or protocol of which 
are not amenable to formal statistical 
evaluations.

(iv) Uses tables or graphs to distort 
or misrepresent the relationships, trends, 
differences, or changes among the varia
bles or products studied; for example, 
by failing to label abscissa and ordinate

FEDERAL REGISTER, VOL. 40, NO. 60— THURSDAY, MARCH 27, 1975



14020

so that the graph creates a misleading 
impression.

(v) Uses reports or statements rep
resented to be statistical analyses, in
terpretations, or evaluations that are in
consistent with or violate the established 
principles of statistical theory, methodol
ogy, applied practice, and inference, or 
that are derived from clinical studies the 
design, data, or conduct of which sub
stantially invalidate the application of 
statistical analyses, interpretations, or 
evaluations.

(vi) Contains claims concerning the 
mechanism or site of drug action that 
are not generally regarded as established 
by scientific evidence by experts quali
fied by scientific training and experience 
without disclosing that the claims are 
not established and the limitations of 
the supporting evidence.

(vii) Fails to provide sufficient em
phasis for the information relating to 
side effects and contraindications, when 
such information is contained in a dis
tinct part of an advertisement, because 
of repetition or other emphasis in that 
part of the advertisement of claims for 
effectiveness or safety of the drug.

(viii) Fails to present information 
relating to side effects and contraindica
tions with a prominence and readability 
reasonably comparable with the presen
tation of information relating to effec
tiveness of the drug, taking into account 
all implementing factors such as typog
raphy, layout, contrast, headlines, para
graphing, white space, and any other 
techniques apt to achieve emphasis.

(ix ) Fails to provide adequate em
phasis (for example, by the use of color 
scheme, borders, headlines, or copy that 
extends across the gutter) for the fact 
that two facing pages are part of the 
same advertisement when one page con
tains information relating to side effects 
and contraindications.

(x ) In an advertisement promoting 
use of the drug in a selected class of pa
tients (for example, geriatric patients or 
depressed patients), fails to present with 
adequate emphasis the significant side 
effects and contraindications or the sig
nificant dosage considerations, when 
dosage recommendations are included 
in an advertisement, especially appli
cable to that selected class of patients.

(xi) Fails to present on a page facing 
another page (or on another full page) 
of an advertisement on more than one 
page, information relating to side ef
fects and contraindications when such 
information is in a distinct part of the 
advertisement.

(xii) Fail's to include on each page or 
spread of an advertisement the informa
tion relating to side effects and contra
indications or a prominent reference to 
its presence and location when it is 
presented as a distinct part of an 
advertisement.

(xiii) Contains information from pub
lished or unpublished reports or opin
ions falsely or misleadingly represented 
or suggested to be authentic or authori
tative.

( f )  through (i) [Reserved]
(j )  (1) No advertisement concerning a 

particular prescription drug may be dls-
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seminated without prior approval by the 
Food and Drug Administration if:

(1) The sponsor or the Food and Drug 
Administration has received information 
that has not been widely publicized in 
medical literature that the use of the 
drug may cause fatalities or serious 
damage;

(ii) The Commissioner (or in his ab
sence the officer acting as Commis
sioner), after evaluating the reliability 
of such information, has notified the 
sponsor that the Information must be a 
part of the advertisements for the drug; 
and

(ill) The sponsor has failed within a 
reasonable time as specified in such 
notification to present to the Food and 
Drug Administration a program, ade
quate in light of the nature of the in
formation, for assuring that such in
formation will be publicized promptly 
and adequately to the medical profes
sion in subsequent advertisements.
I f  the Commissioner finds that the pro
gram presented is not being followed, he 
will notify the sponsor that prior ap
proval of all advertisements for the par
ticular drug will be required. Nothing 
in this paragraph is to be construed as 
limiting the Commissioner’s or the Sec
retary’s rights, as authorized by law, 
to issue publicity, to suspend any new- 
drug application, to decertify any anti
biotic, or to recomend any regulatory 
action.

(2) Within a reasonable time after in
formation concerning the possibility that 
a drug may cause fatalities or serious 
damage has been widely publicized in 
medical literature, the Food and Drug 
Administration shall notify the sponsor 
of the drug by mail that prior approval 
of advertisements for the drug is no 
longer necessary.

(3) Dissemination of an advertisement 
not in compliance with this paragraph 
shall be deemed to be an act that causes 
the drug to be misbranded under section 
502 (n) of the act.

(4) Any advertisement may be sub
mitted to the Food and Drug Adminis
tration prior to publication for comment. 
I f  the advertiser is notified that the 
submitted advertisement is not in viola
tion and, at some subsequent time, the 
Food and Drug Administration changes 
its opinion, the advertiser will be so 
notified and will be given a reasonable 
time for correction before any regulatory 
action is taken under this section. Noti
fication to the advertiser that a proposed 
advertisement is or is not considered to 
be in violation shall be in written form.

(k) An advertisement Issued or caused 
to be issued by the manufacturer, packer, 
or distributor of the drug promoted by 
the advertisement and which is not in 
compliance with section 502 (n) of the 
act and the applicable regulations there
under shall cause stocks of such drug in 
possession of the person responsible for 
issuing or causing the issuance of the 
advertisement, and stocks of the drug 
distributed by such person and still in 
the channels of commerce, to be mis
branded under section 502(n) of the act.

(1) (1) Advertisements subject to sec
tion 502 (n) of the act include advertise
ments in published journals, magazines, 
other periodicals, and newspapers, and 
advertisements broadcast through media 
such as radio, television, and telephone 
communication systems.

(2) Brochures, booklets, m a i l i n g  
pieces, detailing pieces, file cards, bulle
tins, calendars, price lists, catalogs, house 
organs, letters, motion picture films, film 
strips, lantern slides, sound recordings, 
exhibits, literature, and reprints and sim
ilar pieces of printed, audio, or visual 
matter descriptive of a drug and refer
ences published (for example, the “ Physi
cians Desk Reference’*) for use by medi
cal practitioners, pharmacists, or nurses, 
containing drug information supplied by 
the manufacturer, packer, or distributor 
of the drug and which are disseminated 
by or on behalf of its manufacturer, 
packer, or distributor are hereby deter
mined to be labeling as defined in sec
tion 201 (m) of the act.

PART 207— REGISTRATION OF PRODUC
ERS OF DRUGS AND LISTING OF DRUGS 
IN COMMERCIAL DISTRIBUTION 

Subpart A— Definitions
Sec.
207.3 Definitions.

Subpart B— Procedures for Domestic Drug 
Establishments

207.20 Who must register and submit a drug
list.

207.21 Times for registration and drug
listing.

207.22 How and where to register and list
drugs.

207.25 Information required in registration 
and drug listing.

207.26, Amendments to registration.
207.30 Updating drug listing information.
207.31 Additional drug listing information. 
207.35 Notification of registrant; drug estab

lishment registration number and 
drug listing number.

207.37 Inspection of registrations and drug 
listings.

207.39 Misbranding by reference to registra
tion or to registration number.

Subpart C— Procedures for Foreign Drug 
Establishments

207.40 Drug listing requirements for for
eign drug establishments.

Subpart D— Exemptions
207.65 Exemptions for domestic establish

ments.
Authority : Secs. 201, 502, 505, 506, 507, 510, 

512, 701(a), 704; 52 Stat. 1040-1042 as
amended, 1050-1053 as amended, 1055, 1057 
as amended; 21 U.S.C. 321, 352, 355, 356, 357, 
360, 360b, 371(a), 374; sec. 351, 58 Stat. 702 
as amended; 42 U.S.C. 262; the Drug Listing 
Act of 1972, Pub. L. 92-387; 86 Stat. 559-562 
(21 U.S.C. 360 note) unless otherwise noted.

Subpart A— Definitions
§ 207.3 Definitions.

(a) The term “act” means the Federal 
Food, Drug, and Cosmetic Act approved 
June 25; 1938 (52 Stat. 1040 et seq., as 
amended, 21 Ü.S.C. 301-392).

(J>) “Establishment” means a place of 
business under onè management at one 
general physical location. The term in
cludes, among others, independent labo
ratories that engage in control activities 
for registered drug establishment (e.g.,
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“consulting” laboratories), manufactur
ers of medicated feeds and of vitamin 
products that are “drugs” within the 
meaning of section 201(g) of the act, 
human blood donor centers, and animal 
facilities used for the production or con
trol testing of licensed biologicals.

(c) Manufacture, preparation, propa
gation, compounding, or processing of a 
drug or drugs means the making by 
chemical, physical, biological, or other 
procedures of any articles which meet 
the definition of drugs as defined in sec
tion 201(g) of the act, and including 
manipulation, sampling, testing, or con
trol procedures applied to the, final prod
uct or to any part of the process. The 
term includes repackaging or otherwise 
changing the Container, wrapper, or 
labeling of any drug package In further
ance of the distribution of the drug from 
the original place of manufacture to the 
person who makes final delivery or sale 
to the ultimate consumer.

(d) “Commercial distribution” means 
any distribution of a human drug except 
pursuant to the investigational use pro
visions of § 312.1 of this chapter, and 
any distribution of an animal drug or 
an animal feed bearing or containing an 
animal drug for noninvestigational uses 
but does not include internal or inter
plant transfer of a bulk drug substance 
between registered domestic establish
ments within the same parent, subsidi
ary, and/or affiliate company.

(e) “Representative sampling of ad
vertisements” means typical advertising 
material (excluding labeling as de
termined in § 202.1(1) (2) of this chap
ter) which gives a balanced picture of the 
promotional claims being used for the 
drug (e.g., if  more than one medical 
journal advertisement is used but their 
promotional content is essentially identi
cal, only one need be submitted).

( f )  “Representative sampling of any 
other labeling” as used in this part means 
typical labeling material (excluding 
labels and package inserts) which gives 
a balanced picture of the promotional 
claims being used for the drug (e.g., if 
more than one brochure is used but their 
promotional content is essentially identi
cal, only one need be submitted).

(g) “Any material change”  includes 
but is not limited to any change in the 
name of the drug, in the quantity or 
identity of the active ingredient (s) or 
in the quantity or identity of the in
active ingredient (s) where quantitative 
listing of all ingredients is required pur
suant to § 207.31(a) (2), any significant 
change in the labeling of a prescription 
drug, and any significant change in the 
label or package insert of an over-the- 
counter drug. Changes that are not sig
nificant include changes in arrangement 
or printing or changes of an editorial 
nature.

(h) “Bulk drug substance” means any 
substance that is represented for use in 
a drug and when used in the manufactur
ing, processing, or packaging of a drug 
becomes an active ingredient or a fin
ished dosage form of such drug, but does 
not include intermediates used in the 
synthesis of such substances.
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(i) “Advertising”  and “ labeling”  in
clude the promotional material described 
in §202.1(1) (1) and (2) of this chapter 
respectively.

( j )  The definitions and interpretations 
contained in sections 201 and 510 of the 
act shall be applicable to such terms 
when used in this Part 207.

Subpart B— Procedures for Domestic 
Drug Establishments

§ 207.20 Who must register and submit 
a drug list.

(a) Owners or operators of all drug 
establishments, not exempt under sec
tion 510(g) of the act or Subpart D of 
this Part 207, that engage in the manu
facture, preparation, propagation, com
pounding, or processing of a drug or 
drugs are required to register and to sub
mit a list of every drug in commercial 
distribution (except that listing infor
mation may be submitted by the parent, 
subsidiary, and/or affiliate company for 
aU establishments when operations are 
conducted at more than one establish
ment and there exists joint ownership 
and control among all the establish
ments). Such owners or operators are 
required to register and to submit a list 
of every drug in commercial distribution 
(except that listing information may be 
submitted by the parent, subsidiary, and/ 
or affiliate company for all establish
ments when operations are conducted at 
more than one establishment and there 
exists joint ownership and control among 
all the establishments), whether or not 
the output of such establishment or any 
particular drug so listed enters interstate 
commerce, except that drug listing is not 
required at this time for the manufac
turing, preparation, propagation, com
pounding, or processing of an animal feed 
(including a feed concentrate, a feed 
supplement, and a complete animal 
feed) bearing or containing an animal 
drug.

(b) Distributors which are not other
wise required to register under -section 
510 of the act, may submit drug listing 
information directly to the Pood and 
Drug Administration for those drugs 
which they distribute under their own 
label or trade name but which are manu
factured, prepared, propagated, com
pounded, or processed by a registered es
tablishment. Where drug listing infor
mation is submitted by a distributor, the 
registration number of the drug estab
lishment which manufactured, prepared, 
propagated, compounded, or processed 
the drug shall be included for each drug 
listed. I f  a distributor does not elect to 
obtain a “Labeler Code” the registered 
establishment shall submit the drug list
ing information. Such submissions and 
requests for Labeler Codes shall be made 
on Form FD-2658 (Registered Establish
ments’ Report of Private Label Distribu
tors). All distributors submitting drug 
listing information to the Food and Drug 
Administration assume full responsibil
ity for compliance with all of the require
ments of this part. Each distributor at 
the time of each submission of drug list
ing information or updating as required
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under § 207.30 shall so certify to the reg
istered establishment that such submis
sion has been made by providing a signed 
copy of'Form FD-2656 (Registration of 
Drug Establishment) to the registered 
establishment which manufactures, pre
pares, propagates, compounds, or proc
esses the drug. The original of Form FD- 
2656 (Registration of Drug Establish
ment) showing such certification shall 
be submitted to the Food and Drug Ad
ministration. Such certification shall be 
accompanied by a list showing the Na
tional Drug Code number assigned to 
each drug product by the distributor.

(c) Preparatory to engaging in the 
manufacture, preparation, propagation, 
compounding, or processing of a drug, 
owners or operators of establishments 
who are submitting new drug ap
plications, new animal drug applications, 
Form FD-1800 (Medicated Feed Appli
cation) , antibiotic Forms 5 and 6, or an 
establishment license application in 
order to manufacture biological prod
ucts are required to register before the 
new drug application, new animal drug 
application, Form FD-1800, antibiotic 
Form 5 or 6, or establishment license 
application is approved.

(d) No registration fee is required. 
Registration and listing do not constitute 
an admission or agreement or determi
nation that a product is a “drug” within 
the meaning of section 201(g) of the 
act.
§ 207.21 Times for registration and 

drug listing.
The owner or operator of an establish

ment entering into an operation defined 
in § 207.3(c) shall register such estab
lishment within 5 days after the begin
ning of such operation and submit a list 
of every drug in commercial distribution 
at that time. I f  the owner or operator of 
the establishment defined in § 207.3(c) 
has not previously entered into such op
eration, registration shall follow within 
5 days after the submission of a new drug 
application, new animal drug applica
tion, Form FD-1800, antibiotic Form 5 or 
6, or an establishment license application 
in order to manufacture biological prod
ucts. Owners or operators of all estab
lishments so engaged shall register an-, 
nually between November 15 and 
December 31 and shall update their drug 
listing information every June and 
December.
§ 207.22 How and where to register and 

list drugs.
(a) The first registration of an 

establishment shall be on Form FD- 
2656 (Registration of Drug Establish
ment) obtainable on request from the 
Department of Health, Education, and 
Welfare, Food and Drug Administration, 
Bureau of Drugs, Registration Section, 
5600 Fishers Lane, Rockville, MD 20852, 
or from Food and Drug Administration 
district offices. Subsequent annual reg
istration shall also be accomplished on 
Form FD-2656 (Registration of Drug 
Establishment), which will be furnished 
by the Food and Drug Administration be
fore November 15 of each year to estab-
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lishments whose drug registration for 
that year was validated pursuant to 
§ 207.35. The completed form shall be 
mailed to the above address before 
December 31 of that year.

(b) The first list of drugs and sub
sequent June and December updatings 
shall be on Form FD-2657 (Drug Product 
Listing), obtainable upon request as 
described in paragraph (a) of this sec
tion. In lieu of Form FD-2657 (Drug 
Product Listing), tapes for computer in
puts may be submitted if equivalent in 
all elements of information as specified 
in Form FD-2657 (Drug Product lis t
ing) . All formats proposed for such use 
will require initial review and approval 
by the Food and Drug Administration.
§ 207.25 Information required'in regis

tration and drug listing.
(a) Form FD-2656 (Registration of 

Drug Establishment) requires furnishing 
or confirming information required by 
the act. This information includes the 
name and street address of the drug 
establishment, including post office ZIP 
code; all trade names used by the estab
lishment; the kind of ownership or op
eration (that is, individually owned part
nership, or corporation) ; and the name 
of the owner or operator of such estab
lishment. The term “name of the owner 
or operator” shall include in the case of 
a partnership the name of each partner, 
and in the case of a corporation the name 
and title of each corporate officer and 
director and the name of the State of 
incorporation. The information required 
shall be given separately for each estab
lishment, as defined in § 207.3(b).

(b) Form FD-2657 (Drug Product 
Listing) requires furnishing information 
required by the act as follows:

(1) A  list of drugs, including bulk drug 
substances and drug premixes for use 
in the manufacture of animal feeds as 
well as finished dosage forms, by estab
lished name as defined in section 502(e) 
of the act and by proprietary name, 
which are being manufactured, prepared, 
propagated, compounded, or processed 
for commercial distribution and which 
have not been included in any list pre
viously submitted on Form FD-2657 
(Drug Product Listing) or in conjunc
tion with the Food and Drug Administra
tion voluntary inventory on Form FD- 
2422 (Survey Report of Marketed Drugs), 
or Form FD-2250 (National Drug Code 
Directory Input).

(2) For each drug so listed which is 
regarded by the registrant as subject to 
section 505, 506, 507, or 512 of the act, 
the new drug application number, abbre
viated new drug application number, new 
animal drug application number, or Form 
5 or Form 6 number, and a copy of all 
current labeling, except that only one 
representative container or carton label 
need be submitted where differences exist 
only in the quantity of contents state
ment.

(3) For each drug so listed which is 
regarded by the registrant as subject to 
section 351 of the Public Health Service 
Act, the license number of the manufac
turer.
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(4) For each human drug so listed 
which is subject to section 503(b) (1) of 
the act and regarded by the registrant as 
not subject to section 505, 506, or 507 of 
the act or 351 of the Public Health Serv
ice Act, and which is not manufactured 
by a registered blood bank, a copy of all 
current labeling except that only one rep
resentative container or carton labels 
need be submitted where differences 
exist only in the quantity of contents 
statement and a representative sampling 
of advertisements.

(5) For each human over-the-counter 
drug or each animal drug so listed which 
is regarded by the registrant as not sub
ject to section 505, 506, 507, or 512 of the 
act, or 351 of the Public Health Service 
Act, a copy of the label except that only 
one representative container or carton 
label need be submitted where differ
ences exist only in the quantity of con
tents statement, package insert, and a 
representative sampling of any other 
labeling.

(6) For each prescription or over-the- 
counter drug so listed which is regarded 
by the registrant as not subject to sec
tion 505, 506,507, or 512 of the act, or 351 
of the Public Health Service Act, and 
which is not manufactured by a regis
tered blood bank, quantitative listing of 
the active ingredient(s). I f  the drug is 
in unit dosage form the statements of the 
quantity of ingredient shall express the 
amount, not the percent, of such ingre
dient in each such unit, unless the quan
titative listing is expressed as a percent
age in the official compendium. I f  the 
drug is not in unit dosage form, the state
ment of the quantity of an ingredient 
shall express the amount, not the per
cent, of such ingredient in a specific unit 
of weight or measure of the drug unless 
the quantitative listing is expressed as a 
percentage in the official compendium, 
except that for drug premixes for use in 
the manufacture of animal feeds such in
gredient which is not an antibiotic may 
be expressed in terms of percent. I f  a 
drug premix has been assigned a Product 
Code as provided for in § 207.35(b) (2) 
( i i i ) , the quantitative listing of ingredi
ents may be limited to each variation of 
level of active drug ingredient.

(7) For each drug listed, the registra
tion number of every drug establishment 
within the parent company at which it is 
manufactured, prepared, propagated, 
compounded, or processed.

(8) For each drug so listed, the Na
tional Drug Code (NDC) number. I f  no 
NDC Labeler Code number has been as
signed, the Product Code and Package 
Code will be included and a Labeler Code 
will be assigned as described in § 207.35 
(b) (2) ( i ) .
§ 207.26 Amendments to registration.

Changes in individual ownership, cor
porate or partnership structure location 
or drug-handling activity, shall be sub
mitted by Form FD-2656 (Registration 
of Drug Establishment) as amendment 
to registration within 5 days of such 
changes. Changes in the names of offi
cers and directors of the corporations do- 
not require such amendment but must 
be shown at time of annual registration.

§ 207.30 Updating drug listing informa
tion.

(a) After submission of the initial 
drug listing information, every person 
who is required to list drugs pursuant to 
§ 207.20 shall submit on Form FD-2657 
(Drug Product Listing) during each sub
sequent June and December, or at the 
discretion of the registrant at the time 
the change occurs, the following 
information:

(1) A  list of each drug introduced by . 
the registrant for commercial distribu
tion which has not been included in any 
list previously submitted. All of the in
formation required by § 207.25(b) shall 
be provided for each such drug.

(2) A list of each drug formerly listed 
pursuant to § 207.25(b) for which com
mercial distribution has been ’discon
tinued, including for each drug so listed 
the NDC number, the identity by estab
lished name and proprietary name, and 
date of discontinuance, It  is requested 
but not required that the reason for dis
continuance of distribution be included 
with this information.

(3) A list of each drug for which a 
notice of discontinuance was submitted 
pursuant to paragraph (a) (2) of this 
section and f o r , which commercial dis
tribution has been resumed, including 
for each drug so listed the NDC number, 
the identity by established name as de
fined in section 502(e) of the act and by 
any proprietary name, the date of re
sumption, and any other information 
required by § 207.25(b) not previously 
submitted.

(4) Any material change in any in
formation previously submitted.

(b) When no changes have occurred 
since the previously submitted list, no 
report is required.
§ 207.31 Additional drug listing infor

mation.
(a) In addition to the information 

routinely required by §§ 207.25 and 207.30, 
the Commissioner may require submis
sion of the following information by let
ter or by F ederal R egister notice:

(1) For a particular drug so listed 
which is subject to section 503(b)(1) of 
the act and regarded by the registrant 
as not subject to section 505, 506, or 507 
of the act, upon request made by the 
Commissioner for good cause, a copy of 
all advertisements.

(2) For a particular drug product so 
listed which is regarded by the registrant 
as not subject to section 505, 506, 507, 
or 512 of the act, upon a finding by the 
Commissioner that it is necessary to 
carry out the purposes of the act, a 
quantitative listing of all ingredients.

(3) For a particular drug product 
upon request by the Commissioner, a 
brief statement of the basis upon which 
the registrant has determined that the 
drug product is not subject to section 
505, 506, 507, or 512 of the act.

(4) For each registrant, upon a find
ing by the Commissioner that it is neces
sary to carry out the purposes of the 
act, a list of each listed drug product 
containing a particular ingredient.

(b) It  is requested but not required 
that information concerning the quantity
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of drug distributed be submitted in con
junction with the annual registration 
in the format prescribed in a section of 
Form FD-2656A (Optional Distribution 
Data), for each drug currently listed.

(c ) It  is requested but not required 
that a qualitative listing of the inactive 
ingredients be submitted for all listed 
drugs in the format prescribed in Form 
FD-2657 (Drug Product Listing).

(d) It  is requested but not required 
that a quantitative listing of the active 
ingredients be submitted for all drugs 
listed which are subject to section 505, 
506, 507, or 512 of the act or section 351 
of the Public Health Service Act.
§ 207.35 Notification of registrant; drug 

establishment registration number 
and drug listing number.

(a) The Commissioner will provide to 
the registrant a validated copy of Form 
FD-2656 (Registration of Drug Estab
lishment) as evidence of registration. 
This validated copy will be sent only to 
the location shown for the registering 
establishment. A  permanent registration 
number will be assigned to each drug 
establishment registered in accordance 
with these regulations.

(b) A  drug listing number will be as
signed, using the National Drug Code 
numbering system, to each drug or class 
of drugs listed as follows:

(1) I f  a drug is already listed in the 
National Drug Code System or in the 
National Health Related Items Code 
System, the number will be the same as 
that assigned pursuant to those codes. A 
lead zero will be added by the Food and 
Drug Administration to the first three 
characters of the code, which identifies 
the manufacturer or distributor, to ex
pand the “Labeler Code” segment to four 
characters. The National Drug Code, 
Product Code and Package Code con
figurations used to describe such drugs, 
or any new drugs added to the product 
line, will remain the same (i.e., a four-' 
character Product Code and a two- 
character Package Code). Alphanumeric 
characters where already used in the 
Product Code and Package Code seg
ments of the National Drug Code may be 
retained; however, .these alphanumeric 
characters may be converted to all nu
meric digits. The manufacturer or dis
tributor shall inform the Food and Drug 
Administration of such changes.

(2) I f  a registered establishment or 
distributor has not previously partici
pated in the National Drug Code system, 
or in the National Health Related Items 
Code system, the National Drug Code 
numbering system will be used in assign
ing a number, as follows (only numerics 
will be used):

(i) The first five numeric characters 
of the 10-character code identify the 
manufacturer or distributor and are 
known as the Labeler Code. The Food 
and Drug Administration will expand the 
Labeler Code from five to six numeric 
characters when the available five-char
acter code combinations are exhausted. 
These code numbers are assigned by the 
Food and Drug Administration and pro
vided to the registrant aiong with the 
validated copy of Form FD-2656 (Regis-
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tration of Drug Establishment). Any 
registered firm that does not have an 
assigned “Labeler Code” will be assigned 
one when registration and listing in
formation is submitted.

(ii) The last five numeric characters 
of the 10-character code identify the 
drug and the trade package size and 
type. The segment which identifies the 
drug formulation is known as the Product 
Code and the segment which identifies 
the trade package size and type is known 
as the Package Code. The Product Code 
and the Package Code shall be assigned 
by the manufacturer or distributor prior 
to drug listing and included in Form 
FD-2657 (Drug Product Listing). Either 
of two methods may be used by the man
ufacturer or distributor in assigning the 
Product and Package Codes; a 3-2 Prod
uct-Package Code configuration (i.e., 
542-12) or a 4-1 Product-Package Code 
configuration (i.e., 5421-2). Only one 
such Product-Package Code configura
tion may be used by a manufacturer or 
distributor with a given Labeler Code 
and this same configuration shall be used 
in assigning the Product-Package Codes 
for all drugs included in the drug listing. 
The manufacturer or distributor shall 
report to the Food and Drug Administra
tion the Product-Package Code configu
ration he used in assigning these codes. 
Once a Product Code has been assigned 
to a specific drug, this same code may 
never again be used for any other drug 
regardless whether the drug has been 
discontinued.

(iii) I f  the drug formulation is a cus
tom premix intended for use in the man
ufacture of an animal feed, a separate 
Product Code is required only for each 
variation of level of active drug in
gredient.

(3) The NDC number is requested but 
not required to appear on all drug labels 
and in all drug labeling, including the 
label of any prescription drug container 
furnished to a consumer. I f  the NDC 
number is shown on a drug label it shall 
be placed as follows:

(i) The NDC number shall be placed 
prominently in the top third of the center 
panel of the label of the immediate con
tainer and of the outside container or 
wrapper if such there be.

(ii) The NDC number shall be pre
ceded by the initials NDC, in a different 
color or different type style (font) than 
that used to print the number if the 
label is printed rather than typewritten, 
whenever it is used on a label or in 
labeling. v

(iii) The Product-Package Code con
figuration shall be indicated and the seg
ments of the number shall be separated 
by a dash (i.e., NDC 15643-542-12 or NDC 
15643-5421-2).

(iv) All 10 characters shall appear and 
the leading zeros in any segment of the 
NDC number shall be shown: Provided, 
however, That when the NDC number is 
used for product identification by direct 
imprinting on dosage forms, leading zeros 
may be dropped from the Product Code 
segment of the NDC number.

(v) The placing of the assigned NDC 
number on a label or in labeling does
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not require the submission of a supple
mental new drug application, supple
mental new animal drug application, or 
supplemental antibiotic Form 5 or 6.

(4) I f  any material change occurs in 
product characteristics (including but 
not limited to a change in dosage form, 
active ingredient (s) or active ingredi
en ts ) strength or concentration, route 
of administration, or product name, etc.) 
a new NDC number shall be assigned by 
the registrant to the new product ver
sion and the information submitted to 
the Food and Drug Administration. I f  a 
change in packaging only is involved 
the trade package code can be revised 
without the necessity of assigning a new 
product code segment, but the Food and 
Drug Administration shall be informed 
about the new trade package code and 
characteristics.

(c) Although registration and drug 
listing are required to engage in the 
drug activities described in § 207.20, 
validation of registration and the as
signment of a drug listing number do 
not, in themselves, establish that the 
holder óf the registration is legally 
qualified to deal in such drugs.

Note: The provisions of § 207.35(b) (3) 
shall not be effective until printing plates 
are revised or until July 1, 1975 (38 PR 
27593).

§ 207.37 Inspection of registrations and 
drug listings.

(a) A  copy of the Form FD-2656 
(Registration of Drug Establishment) 
filed by the registrant will be available 
for inspection pursuant to section 510(f) 
of the act, at the Department of Health, 
Education, and Welfare, Food and Drug 
Administration, Bureau of Drugs, Reg
istration Section, 5600 Fishers Lane, 
Rockville, MD 20852. In addition, there 
will be available for inspection at each 
of the Food and Drug Administration 
district offices the same information for 
firms within the geographical area of 
such district office. Upon request and 
receipt of a self-addressed stamped en
velope, verification of registration num
ber, or location of a registered concern 
will be provided.

( 1 ) The following information submit
ted pursuant to the drug listing require
ments is illustrative of the type of infor
mation that will be available for public 
disclosure when it is compiled:

(1) A list of all drug products.
(ii) A list of all drug products broken 

down by labeled indications or pharma
cological category.

(iii) A list of all drug products, broken 
down by manufacturer.

(iv) A list of a drug product’s active 
ingredients.

(v) A list of drug products newly mar
keted or where marketing is resumed.

(vî) A  list of drug products discon
tinued.

(vii) All labeling.
(viii) All advertising.
(ix) All data or information that has 

already become a matter of public 
knowledge.

(2) The following information sub
mitted pursuant to the drug listing re
quirement is illustrative of the type of
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information that will not be available for 
public disclosure:

(i) Any data or information submitted 
as the basis upon which it has been de
termined that a particular drug product 
is not subject to section 505, 506, 507, or 
512 of the act.

(ii) A list of a drug product’s inactive 
ingredients.

(iii) A list of drugs containing a par
ticular ingredient.

(iv) Provided, That any of the above 
information will be available for public 
disclosure if it has already become a 
matter of public knowledge or if the 
Commissioner finds that confidentiality 
would be inconsistent with protection of 
the public health.

(b) Requests for information about 
registrations and drug listings should 
be directed to the Department of Health, 
Education, and Welfare, Pood and Drug 
Administration, Bureau of Drugs, Regis
tration Section, 5600 Fishers Lane, Rock
ville, MD 20852.
§ 207.39 Misbranding by reference to 

registration or to registration number.
Registration of a drug establishment 

or drug wholesaler or assignment of a 
registration number or assignment of a 
NDC number does not in any way denote 
approval of the firm or its products. Any 
representation that creates an impres
sion of official approval because of regis
tration or possession of registration num
ber or NDC number is misleading and 
constitutes misbranding.

Subpart C— Procedures for Foreign 
Drug Establishments

§ 207.40 Drug listing requirements for 
foreign drug establishments.

(a) Every foreign drug establishment 
shall comply with the drug listing re
quirements contained in Subpart B of 
this part, unless exempt under Subpart 
D of this part, whether or not it is also 
registered.

(b) No drug may be imported from a 
foreign drug establishment into the 
United States except a drug imported or 
offered for import pursuant to the in
vestigational use provisions of § 312.1 of 
this chapter, unless it is first the subject 
of a drug listing as required in Subpart B 
of this part. The drug listing information 
shall be in the English language.

(c) Foreign drug establishments shall 
submit as part of the drug listing, the 
name and address of the establishment 
and the name of the individual respon
sible for submitting drug listing infor
mation. Any changes in this information 
shall be reported to the Food and Drug 
Administration at the intervals specified 
for updating drug listing information in 
§ 207.30(a).

Subpart D— Exemptions
§ 207.65 Exemptions for domestic estab

lishments.
The following classes of persons are 

exempt from registration and drug list
ing in accordance with this Part 207 
under the provisions of section 510(g), 
(1), (2), and (3) of the act, or because

the Commissioner has found, under sec
tion 510(g) (4), that such registration is 
not necessary for the protection of the 
public health.

(a ) Pharmacies that are operating 
under applicable local laws regulating 
dispensing of prescription drugs and that 
do not manufacture, prepare, propagate, 
compound, or process drugs for sale other 
than in the regular course of the practice 
of the profession of pharmacy including 
the business of dispensing and selling 
drugs at retail. The supplying by such 
pharmacies of prescription drugs to a 
practitioner licensed to administer such 
drugs for his use in the course of his 
professional practice or to other pharma
cies to meet temporary inventory short
ages are hot acts which require such 
pharmacies to register.

(b) Hospitals, clinics, and public 
health agencies which maintain estab
lishments in conformance with any ap
plicable local laws regulating the prac
tices of pharmacy and medicine and 
which are regularly engaged in dispens
ing prescription drugs, other than hu
man blood or blood products, upon 
prescription of practitioners licensed 
by law to administer such drug for pa
tients under the care of such practi
tioners in. the course of their professional

praotic^ractitioners who are licensed by 
law to prescribe or administer drugs and 
who manufacture, prepare, propagate, 
compound, or process drugs solely for 
use in tlie course of their professional
practice. .

(d) Persons who manufacture, pre
pare, propagate, compound, or process 
drugs solely for use in research, teach
ing, o r  chemical analysis and not for sale.

(e) Manufacturers of harmless inac
tive ingredients which are excipients, 
colorings, flavorings, emulsifiers, lubri
cants, preservatives, or solvents that be
come components of drugs, and who 
otherwise would not be required to regis
ter, under the provisions of this Part 207.

( f ) Any person who uses drugs to pre
pare feed for his own animals: Provided, 
That under the act and its regulations 
such person would not be required to 
hold an approved new animal drug ap
plication (or supplement thereto) or a 
Form FD-1800 in order to possess and 
use the drug.

(g) Any manufacturer of a virus, 
serum, toxin, or analogous product in
tended for treatment of domestic ani
mals, who holds an unsuspended and un
revoked license issued by the Secretary 
of Agriculture under the animal virus- 
serum-toxin law of March 4, 1913 (37 
Stat. 832; 21 U.S.C. 151 etseq.): Provided, 
That such exemption from registration 
shall apply only with respect to the 
manufacture of such animal virus, serum, 
toxin, or analogous product.

(h) Carriers, by reason of their receipt, 
carriage, holding, or delivery of drugs in 
the usual course of business as carriers.

(i) Persons who are engaged, solely in 
the manufacture, preparation, propaga
tion, compounding,, or processing of a 
general purpose laboratory reagent (as 
described in § 328.10(d) of this chapter)

intended for use in in vitro diagnostic 
procedures in the diagnosis of disease 
or in the determination of the state of 
health in order to cure, mitigate, treat, 
or prevent disease or its sequelae.

PART 210— CURRENT GOOD MANUFAC
TURING PRACTICES IN MANUFACTUR
ING, PROCESSING, PACKING, OR HOLD
ING OF DRUGS: GENERAL

Sec.
210.3 Definitions.

Au th o r ity  : Secs. 501, 701, 52 Stat. 1049- 
1050 as amended, 1055-1056 as amended (21 
U.S.C. 351,371).

§ 210.0 Definitions.
(a) As used in this part, “act” means 

the Federal Food, Drug, and Cosmetic 
Act, sections 201-902, 52 Stat. 1052 (21 
U.S.C. 321-392) with all the amendments 
thereto.

(b) The definitions and interpreta
tions contained in section 201 of the act 
shall be applicable to such terms when 
used in the regulations in this part.

(c) As used in this part:
(1) The term “medicated feed” means 

any “complete feed,”  “ feed additive sup
plement,” or “ feed additive concentrate,” 
as defined in § 121.200 of this chapter, 
which feed contains one or more drugs 
as defined in section 201(g) of the 
act. Medicated feeds are subject to 
§§ 225.1 through 225.115 of this chapter, 
inclusive,

(2) The term “medicated premix” 
means a substance that meets the defi
nition in § 121.200 of this chapter for 
a “ feed additive premix,” except that 
it contains one or more drugs as defined 
in section 201(g) of the act and is in
tended for manufacturing use in the 
production of a medicated feed. Medi
cated premixes are subject to §§ 226.1 
through 228.115 of this Qhapter, inclu
sive.

(d) As used in §§ 211.1 through 211.115 
of this chapter, inclusive:

(1) The term “component” means any 
ingredient intended for use in the man
ufacture of drugs in dosage form, in
cluding those that may not appear in 
the finished product.

(2) The term “batch” means a spe
cific quantity of a drug that has uniform 
character and quality, within specified 
limits, and is produced according to a 
single manufacturing order during the 
same cycle of manufacture.

(3) The term “lot” means a batch or 
any portion of a batch of a drug or, in 
the case of a drug produced by a con
tinuous process, an amount of drug pro
duced in a unit of time or quantity in 
a manner that assures its uniformity, 
and in either case which is identified by 
a distinctive lot number and has uniform 
character and quality within specified 
limits.

(4) The terms “ lot number” or “con
trol number” mean any distinctive com
bination of letters or numbers, or both, 
from which the complete history of the 
manufacture, control, packaging, and 
distribution of a batch or lot of drug 
can be determined.

FEDERAL REGISTER, VOL. 40, NO. 60— THURSDAY, MARCH 27, 1975



RULES AND REGULATIONS 14025

(5) The term “active ingredient” 
means any component which is intended 
to furnish pharmacological activity or 
other direct effect in the diagnosis, cure, 
mitigation, treatment, or prevention of 
disease, or to affect the structure or any 
function of the body of man or other 
animals. The term shall include those 
components which may undergo chemi
cal change in the manufacture of the 
drug and be present in the finished drug 
product in a modified form intended to 
furnish the specified activity or effect.

• (6) The term “ inactive ingredient”
means any component other than an 
“active ingredient” present in a drug.

(7) The term “materials approval 
unit” means any organizational element 
having the authority and responsibility 
to approve or reject components, in- 
process materials, packaging compo
nents, and final products.

(8) The term “strength” means:
(i) The concentration of the drug 

substance (for example, w/w, w/v, or unit 
dose/volume basis) and/or

(ii) The potency, that is, the therapeu
tic activity of the drug substance as indi
cated by appropriate laboratory tests or 
by adequately developed and coStrolled 
clinical data (expressed, for example, in 
terms of units by reference to a 
standard).

PART 211— CURRENT GOOD MANUFAC
TURING PRACTICE FOR FINISHED 
PHARMACEUTICALS

Subpart A—General Provisions
Sec.
211.1 Finished pharmaceuticals; manu

facturing practice.
211.10 Personnel.
Subpart B— Construction and Maintenance of 

Facilities and Equipment
211.20 Buildings.
211.30 Equipment.

Subpart C— Product Quality Control
211.40 Production and control procedures.
211.42 Components.
211.55 Product containers and their com

ponents.
211.58 Laboratory controls.
211.60 Stability.
211.62 Expiration dating.

Subpart D— Packaging and Labeling 
211.80 Packaging and labeling.

Subpart E— Records and Reports 
211.101 Master production and control rec

ords; “batch production and con
trol records.

211.110 Distribution records.
211.115 Complaint files.

Authority: Secs. 501, 701, 52 Stat. 1049- 
1050 as amended, 1055-105® as amended (21 
U.S.C. 351,371).

Subpart A— General Provisions
§ 211.1 Finished pharmaceuticals; man

ufacturing practice.
(a) The criteria in §§ 211.20-211.115, 

inclusive, shall apply in determining 
whether the methods used in, or the 
facilities or controls used for, the manu
facture, processing, packing, or holding 
of a drug conform to or are operated or 
administered in conformity with current 
good manufacturing practice to assure

that a drug meets the requirements of 
the act as to safety and has the identity 
and strength and meets the quality and 
purity characteristics which it purports 
or is represented to possess as required 
by section 501(a) (2) (B) of the act.

(b) The regulations in this part per
mit the use of precision automatic, me- 
chanicalror electronic equipment in the 
production and control of drugs when 
adequate inspection and checking pro
cedures are used to assure proper 
performance.
§ 211.10 Personnel.

(a) The personnel responsible for 
directing the manufacture and control 
of the drug shall be adequate in number 
and background of education, training, 
and experience, or combination thereof, 
to assure that the drug has the safety, 
identity, strength, quality, and purity 
that it purports to possess. All personnel 
shall have capabilities commensurate 
with their assigned functions, a thorough 
understanding of the manufacturing or 
control operations they perform, the 
necessary training or experience, and 
adequate information concerning the 
reason for application of pertinent pro
visions of this part to their respective 
functions.

(b) Any person shown at any time 
(either by medical examination or super
visory observation) to have an apparent 
illness or open lesions that may adversely 
affect the safety or quality of drugs shall 
be excluded from direct contact with 
drug products until the condition is cor
rected. All employees shall be instructed 
to report to supervisory personnel any 
conditions that may have such an ad
verse effect on drug products.
Subpart B— Construction and Maintenance 

of Facilities and Equipment
§ 211.20 Buildings.

Buildings shall be maintained in a 
clean and orderly manner and shall be 
of suitable size, construction, and loca- 
tion to facilitate adequate cleaning, 
maintenance, and proper operations in 
the manufacturing, processing, packing, 
labeling, or holding of a drug. The build
ings shall:

(a) Provide adequate space for:
(1) Orderly placement of equipment 

and materials to minimize any risk of 
mixups between different drugs, drug 
components, in-process materials, pack
aging materials, or labeling, and to mini
mize the possibility of contamination.

(2) The receipt, storage, and with
holding from use of components pending 
sampling, identification, and testing 
prior to release by the materials approval 
unit for manufacturing or packaging.

(3) The holding of rejected compo
nents prior to disposition to preclude the 
possibility of their use in manufacturing 
or packaging procedures for which they 
are unsuitable.

(4) The storage of components, 
containers, packaging materials, and 
labeling.

(5) Any manufacturing and process
ing operations performed.

(6) Any packaging or labeling opera
tions.

(7) Storage of finished products.
(8) Control and production-labora

tory operations.
(b) Provide adequate lighting, venti

lation, and screening and, when neces
sary for the intended production or 
control purposes, provide facilities for 
adequate air-pressure, microbiological, 
dust, humidity, and temperature controls 
to:

(1) Minimize contamination o f prod
ucts by extraneous adulterants, includ
ing cross-contamination of one prod
uct by dust or particles of ingredients 
arising from the manufacture, storage, 
or handling of another product.

(2) Minimize dissemination of micro
organisms from one area to another.

( 3 ) Provide suitable storage conditions 
for drug components, in-process mate
rials, and finished drugs in conformance 
with stability information as derived 
under § 211.60.

(c) Provide adequate locker facilities 
and hot and cold water washing facili
ties, including soap or detergent, air drier 
or single service towels, and clean toilet 
facilities near working areas.

(d) Provide an adequate supply of 
potable water (§ 1250.82 of this chapter) 
under continuous positive pressure in a 
plumbing system free of defects that 
could cause or contribute to contamina
tion of any drug. Drains shall be of ade
quate size and, where connected directly 
to a sewer, shall be equipped with traps 
to prevent back-siphonage.

(e) Provide suitable housing and space 
for the care of all laboratory animals.

(f ) Provide for safe and sanitary dis
posal of sewage, trash, and other refuse 
within and from the buildings and im
mediate premises.
§ 211.30 Equipment.

Equipment used for the manufacture, 
processing, packing, labeling, holding, 
testing, or control of drugs shall be main
tained in a clean and orderly manner 
and shall be of suitable design, size, con
struction, and location to facilitate 
cleaning, maintenance, and operation 
for its intended purpose. The equipment 
shall:

(a) Be so constructed that all surfaces 
that come into contact with a drug prod
uct shall not be reactive, additive, or ab
sorptive so as to alter the safety, identity, 
strength, quality, or purity of the drug 
or its components beyond the official or 
other established requirements.

(b) Be so constructed that any sub
stances required for operation of the 
equipment, such as lubricants or cool
ants, do not contact drug products so as 
to alter the safety, identity, strength, 
quality, or purity of the drug or its com
ponents beyond the official or other 
established requirements.

(c) Be constructed and installed to 
facilitate adjustment, disassembly clean
ing and maintenance to assure the reli
ability of control procedures uniformity 
of production and exclusion from the 
drugs of contaminants from previous 
and current operations that might
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affect the safety, identity, strength, qual
ity, or purity of the drug or its com
ponents beyond the official or other 
established requirements.

(d) Be of suitable type, size, and 
accuracy for any testing, measuring, mix
ing, weighing, or other processing or 
storage operations.

Subpart C— Product Quality Control
§ 211.40 Production and control proce

dures.
Production and control procedures 

shall include all reasonable precautions, 
including the following, to assure that 
the drugs produced have the safety, 
identity, strength, quality, and purity 
they purport to possess:

(a) Each significant step in the proc
ess, such as the selection, weighing, and 
measuring of components, the addition 
of ingredients during the process, weigh
ing and measuring during various stages 
of the processing, and the determination 
of the finished yield, shall be performed 
by a competent and responsible individ
ual and checked by a second competent 
and responsible individual; or if such 
steps in the processing are controlled 
by precision automatic, mechanical, or 
electronic equipment, their proper per
formance is adequately checked by one 
or more competent and responsible indi
viduals. The written record of the sig
nificant steps in the process shall be 
identified by the individual performing 
these tests and by the individual charged 
with checking these steps. Such identi
fications shall be recorded immediately 
following the completion of such steps.

(b) All containers, lines, and equip
ment used during the production of a 
batch of a drug shall be properly iden
tified at all times to accurately and com
pletely indicate their contents and, when 
necessary, the stage of processing of the 
batch.

(c) To minimize contamination and 
prevent mixups, equipment, utensils, and 
containers shall be thoroughly and ap
propriately cleaned and properly stored 
and have previous batch identification 
removed or obliterated between batches 
or at suitable intervals in continuous 
production operations.

(d) Appropriate precautions shall be 
taken to minimize microbiological and 
other contamination in the production 
of drugs purporting to be sterile or 
which by virtue of their intended use 
should be free from objectionable micro
organisms.

(e) Appropriate procedures shall be 
established to minimize the hazard of 
cross-contamination of any drugs while 
being manufactured or stored.

(f ) To assure the uniformity and in
tegrity of products, there shall be ade
quate in-process controls, such as check
ing tiie weights and disintegration times 
of tablets, the adequacy of mixing, the 
homogeneity of suspensions, and the 
clarity of solutions. In-process sampling 
shall be done at appropriate intervals 
using suitable equipment.

(g) Representative samples of all dos
age form drugs shall be tested to 
determine their conformance with the

specifications for the product before 
distribution.

(h) Procedures shall be instituted 
whereby review and approval of all pro
duction and control records, including 
packaging and labeling, shall be made 
prior to the release or distribution of a 
batch. A thorough investigation of any 
unexplained discrepancy or the failure 
of a batch to meet any of its specifica
tions shall be undertaken whether or 
not the batch has already been distrib
uted. This investigation shall be under
taken by a competent and responsible 
individual and shall extend to other 
batches of the same drug and other 
drugs that may have been associated 
with the specific failure. A written record 
of the investigation shall be made 
and shall include the conclusions and 
followup.

(i) Returned goods shall be identified 
as such and held. I f  the conditions under 
which returned goods have been held, 
stored, or shipped prior to or during 
their return, or tiie condition of the 
product, its container, carton, or label
ing as a result of storage or shipping, 
cast doubt on the safety, identity, 
strength, quality, or purity of the drug, 
the returned goods shall be destroyed 
or subjected to adequate examination or 
testing to assure that the material meets 
all appropriate standards or specifica
tions before being returned to stock for 
warehouse distribution or repacking. I f  
the product is neither destroyed nor re
turned to stock, it may be reprocessed 
provided the final product meets all its 
standards and specifications. Records of 
returned goods shall be maintained and 
shall indicate the quantity returned, 
date, and actual disposition of the prod
uct. I f  the reason for returned goods 
implicates associated batches, an appro
priate investigation shall be made in ac
cordance with the requirements of para
graph (h) of this section.

(j) Use of asbestos-containing or other 
fiber-releasing filters: (1) Filters used 
in the manufacture, processing or pack
aging of components of drug products 
for parenteral injection in humans shall 
not release fibers into such products. No 
asbestos-containing or other fiber-re
leasing filter may be used in the manu
facture, processing or packaging of such 
products unless it is not possible to man
ufacture that drug product or component 
without the use of such a filter. Filtra
tion, as needed, shall be through a non
fiber-releasing filter. For the purposes 
of this regulation a non-fiber-releasing 
filter is defined as a nonasbestos, non
glass fiber filter which, after any appro
priate pretreatment such as washing or 
flushing, will not continue to release 
fibers into the drug product or compo
nent which is being filtered. A fiber is de
fined as any particle with length at least 
three times greater than its width.

(2) I f  use of a fiber-releasing filter is 
required, an additional non-fiber-releas
ing filter of maximum pore size of 0.22 
microns (0.45 microns if the manufac
turing conditions so dictate) shall sub
sequently be used to reduce the content 
of any asbestos-form particles in the

drug product or component. Use of an 
asbestos-containing filter with or with
out subsequent use of a specific non- 
fiber-releasing filter is permissible only 
upon submission of proof to the appro
priate bureau of the Food and Drug Ad
ministration that use of a non-fiber-re
leasing filter will, or is likely to, 
compromise the safety or effectiveness of 
the drug.

(3) Substitution for a fiber-releasing 
filter shall be achieved on or before Sep
tember 14, 1976. I f  such substitution is 
not achieved on or before March 14, 
1976, the manufacturer of the drug prod
uct for parenteral injection who requires 
the additional 6 months to develop new 
manufacturing procedures so as to uti
lize non-fiber-releasing filters in place of 
fiber-releasing filters shall submit 
monthly reports to the appropriate bu
reau of the Food and Drug Administra
tion indicating progress in substituting 
the new filters. Such a substitution shall 
be shown to have been effected without 
loss of the safety or effectiveness of the 
drug.
Paragraph (j) is effective April 14, 1975. 
§ 211.42 Components.

All components and other materials 
used in the manufacture, processing, and 
packaging of drug products, and mate
rials necessary for building and equip
ment maintenance, upon receipt shall be 
stored and handled in a safe, sanitary, 
and orderly manner. Adequate measures 
shall be taken to prevent mixups and 
cross-contamination affecting drugs and 
drug products. Components shall be with
held from use until they have been iden
tified, sampled, and tested for conform
ance with established specifications and 
are released by a materials approval 
unit. Control of components shall include 
the following:

(a) Each container of component shall 
be examined visually for damage or con
tamination prior to use, including exami
nation for breakage of seals when in
dicated.

(b) An adequate number of samples 
shall be taken from a representative 
number of component containers from 
each lot and shall be subjected to one or 
more tests to establish the specific 
identity.

(c) Representative samples of com
ponents liable to contamination with 
filth, insect infestation, or other extra
neous contaminants shall be appropri
ately examined.

(d) Representative samples of all com
ponents intended for use as active ingre
dients shall be tested to determine their 
strength in order to assure conformance 
with appropriate specifications.

(e) Representative samples of com
ponents liable to microbiological con
tamination shall be subjected to micro
biological tests prior to use. Such 
components shall not contain micro
organisms that are objectionable in view 
of their intended use.

(f )  Approved components shall be 
appropriately identified and retested as 
necessary to assure that they conform 
to appropriate specifications of identity,
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strength, quality, and purity at time of 
use. This requires the following:

(1) Approved components shall be 
handled and stored to guard against con
taminating or being contaminated by 
other drugs or components.

(2) Approved components shall be ro
tated in such a manner that the oldest 
stock is used first.

(3) Rejected components shall be 
identified and held to preclude their 
use in manufacturing or processing pro
cedures for which they are unsuitable.

(g ) Appropriate records shall be 
maintained, including the following:

(1) The identity and quantity of the 
component, the name of the supplier, the 
supplier’s lot number, and the date of 
receipt.

(2) Examinations and tests performed 
and rejected components and their 
disposition.

(3) An individual inventory and rec
ord for each component used in each 
batch of drug manufactured or processed.

(h) An appropriately identified re
serve sample of all active ingredients 
consisting of at least twice the quantity 
necessary for all required tests, except 
those for sterility and determination of 
the presence of pyrogens, shall be re
tained for at least 2 years after distribu
tion of the last drug lot incorporating 
the component has been completed or 1 
year after the expiration date of this last 
drug lot, whichever is longer.
§ 211.55 Product containers and their 

components.
Suitable specifications, test methods, 

cleaning procedures, and when indicated, 
sterilization procedures shall be used to 
assure that containers, closures, and 
other component parts of drug packages 
are suitable for their intended use. Con
tainers for parenteral drugs, drug prod
ucts or drag components shall be 
cleansed with water which has been fil
tered through a non-fiber-releasing filter 
equivalent to that indicated in § 211.40(j) 
(2). Product containers and their com
ponents shall not be reactive, additive, 
or absorptive so as to alter the safety, 
identity, strength, quality, or purity of 
the drug or its components beyond the 
official or established requirements and 
shall provide adequate protection against 
external factors that can cause deterio
ration or contamination of the drug.

Effective date. This section effective 
April 14,1975.
(Secs. 501, 502, 701, 52 Stat. 1049-1051, 1055- 
1056, as amended: (21 U.S.C. 351, 352, 371))

§ 211.58 Laboratory controls.
Laboratory controls shall include the 

establishment of scientifically sound and 
appropriate specifications, standards, 
and test procedures to assure that com
ponents, in-processed drugs, and finished 
products conform to appropriate stand
ards of identity, strength, quality, and 
purity. Laboratory controls shall include:

(a) The establishment of master rec
ords containing appropriate specifica
tions for the acceptance of each lot of 
drug components, product containers, 
and their components used in drug pro
duction and packaging and a descrip

tion of the sampling and testing proce
dures used for them. Said samples shall 
be representative and adequately identi
fied. Such records shall also provide for 
appropriate retesting of drug compo
nents, product containers, and their com
ponents subject to deterioration.

(b) A  reserve sample of all active 
ingredients as required by § 211.42(h).

(c ) The establishment / of master 
records, when needed, containing speci
fications and a description of sampling 
and testing procedures for in-process 
drug preparations. Such samples shall be 
adequately representative and properly 
identified.

(d) The establishment of master 
records containing a description of sam
pling procedures and appropriate speci
fications for finished drug products. Such 
samples shall be adequately representa
tive and properly identified.

(e) Adequate provisions for checking
the identity and strength of drug prod
ucts for all active ingredients and for 
assuring: *

(1) Sterility of drugs purported to be 
sterile and freedom from objectionable 
microorganisms for those drugs which 
should be so by virtue of their intended 
use.

(2) The absence of pyrogens for those 
drugs purporting to be pyrogen-free.

(3) Minimal contamination of oph
thalmic ointments by foreign particles 
and harsh or abrasive substances.

(4) That the drug release pattern of 
sustained release products is tested by 
laboratory methods to assure conform
ance to the release specifications.

( f )  Adequate provision for auditing 
the reliability, accuracy, precision, and 
performance of laboratory test proce
dures and laboratory instruments used.

(g) A  properly identified reserve 
sample of the finished product (stored in 
the same immediate container-closure 
system in which the drug is marketed) 
consisting of at least twice the quantity 
necessary to perform all the required 
tests, except those for sterility and de
termination of the absence of pyrogens, 
and stored under conditions consistent 
with product labeling shall be retained 
for at least 2 years after the drug dis
tribution has been completed or at least 
1 year after the drug’s expiration date, 
whichever is longer.

(h) Provision for retaining complete 
records of all laboratory data relating to 
each batch or lot of drug to which they 
apply. Such records shall be retained for 
at least 2 years after distribution has 
been completed or 1 year after the drug’s 
expiration date, whichever is longer.

(i) Provision that animals shall be 
maintained and controlled in a manner 
that assures suitability for their intended 
use. They shall be identified and appro
priate records maintained to determine 
the history of use.

( j )  Provision that firms which manu
facture nonpenicillin products (includ
ing certifiable antibiotic products) on 
the same premises or use the same equip
ment as that used for manufacturing 
penicillin products, or that operate under 
any circumstances that may reasonably 
be regarded as conducive to contamina

tion of other drugs by penicillin, shall 
test such nonpenicillin products to de
termine whether any have become cross- 
contaminated by penicillin. Such prod
ucts shall not be marketed if intended 
for use in man and the product is con
taminated with an amount of penicillin 
equivalent to 0.05 unit or more of peni
cillin G per maximum single dose rec
ommended in the labeling of a drug in
tended for parenteral administration, or 
an amount of penicillin equivalent to 0.5 
unit or more of penicillin G per maxi
mum single dose recommended in the 
labeling of a drug intended for oral use.
§ 211.60 Stability.

There shall be assurance of the stabil
ity of finished drug products. This sta
bility shall be:

(a ) Determined by reliable, meaning
ful, and specific test methods.

(b) Determined on products in the 
same container-closure systems in 
which they are marketed.

(c) Determined on any dry drug prod
uct that is to be reconstituted at the time 
of dispensing (as directed in its labeling), 
as well as on the reconstituted product.

(d) Recorded and maintained in such 
manner that the stability data may be 
utilized in establishing product expira
tion dates.

§211.62 Expiration dating.
To assure that drug products liable to 

deterioration meet appropriate standards 
of identity, strength, quality, and purity 
at the time of use, the label of all such 
drugs shall have suitable expiration 
dates which relate to stability tests per
formed on the product.

(a) Expiration dates appearing on the 
drug labeling shall be justified by readily 
available data from stability studies such 
as described in § 211.60.

(b) Expiration dates shall be related 
to appropriate storage conditions stated 
on the labeling wherever the expiration 
date appears.

(c) When the drug is marketed in the 
dry state for use in preparing a liquid 
product, the labeling shall bear expira
tion information for the reconstituted 
product as well as an expiration date for 
the dry product.

Subpart D— Packaging and Labeling 
§211.80 Packaging and labeling.

Packaging and labeling operations 
shall be adequately controlled: To as
sure that only those drug products that 
have met the standards and specifica
tions established in their master pro
duction and control records shall be 
distributed; to prevent mixups between 
drugs during filling, packaging, and 
labeling operations; to assure that cor
rect labels and labeling are employed 
for the drug; and to identify the finished 
product with a lot or control number that 
permits determination of the history of 
the manufacture and control of the 
batch. An hour, day, or shift code is 
appropriate as a lot or control number 
for drug products manufactured or proc
essed in continuous production equip
ment. Packaging and labeling operations 
shall:
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(a) Be separated (physically or spa
tially) from operations on other drugs in 
a manner adequate to avoid mixups and 
minimize cross-contamination. Two or 
more packaging or labeling operations 
having drugs, containers, or labeling sim
ilar in appearance shall not be in process 
simultaneously on adjacent or nearby 
lines unless these operations are sepa
rated either physically or spatially.

(b) Provide for an inspection of the 
facilities prior to use to assure that all 
drugs and previously used packaging and 
labeling materials have been removed.

(c) Include the following labeling 
controls:

(1) The holding of labels and package 
labeling upon receipt pending review and 
proofing against an approved final copy 
by a competent and responsible indi
vidual to assure that they are accurate 
regarding identity, content, and con
formity with the approved copy before 
release to inventory.

(2) The maintenance and storage of 
each type of label and package labeling 
representing different products, strength, 
dosage forms, or quantity of contents in 
such a manner as to prevent mixups and 
provide proper identification.

(3) A suitable system for assuring that 
only current labels and package labeling 
are retained and that stocks of obsolete 
labels and package labeling are 
destroyed.

(4) Restriction of access to labels and 
package labeling to authorized personnel.

(5) Avoidance of gang printing of cut 
labels, cartons, or inserts when the 
labels, cartons, or inserts are for differ
ent products or different strengths of 
the same products or are of the same size 
and have identical or similar format 
and/or color schemes. I f  gang printing 
is employed, packaging and labeling op
erations shall provide for added control 
procedures. These added controls should 
consider sheet layout, stacking, cutting, 
and handling during and after printing.

(d) Provide strict control of the pack
age labeling issued for use with the drug. 
Such issue shall be carefully checked by 
a competent and responsible person for 
Identity and conformity to the labeling 
specified in the batch production record. 
Said record shall identify the labelings 
and the quantities issued and used and 
shall reasonably reconcile any dis
crepancy between the quantity of drug 
finished and the quantities of labeling is
sued. All excess package labeling bear
ing lot or control numbers shall be 
destroyed. In event of any significant un
explained discrepancy, an investigation 
should be carried out according to 
§ 211.40(h).

(e) Provide for adequate examination 
or laboratory testing of representative 
samples of finished products after pack
aging and labeling to safeguard against 
any errors in the finishing operations and 
to prevent distribution of any batch until 
all specified tests have been met.

Subpart E— Records and Reports
§ 211.101 Master production and con

trol records; batch production and 
control records.

(a) To assure uniformity from batch 
to batch, a master production and con
trol record for each drug product and 
each batch size of drug product shall be 
prepared, dated, and signed or initialed 
by a competent and responsible indi
vidual and shall be independently 
checked, reconciled, dated, and signed or 
initialed by a second competent and re
sponsible individual. The master produc
tion and control record shall include:

(1) The name of the product, descrip
tion of the dosage form, and a specimen 
or copy of each label and all other label
ing associated with the retail or bulk 
unit, including copies of such labeling 
signed or initialed and dated by the per
son or persons responsible for approval 
of such labeling.

(2) The name and weight or measure 
of each active ingredient per dosage unit 
or per unit of weight or measure of the 
finished drug, and a statement of the 
total weight or measure of any dosage 
unit.

(3) A  complete list of ingredients 
designated by names or codes sufficiently 
specific to indicate any special quality 
characteristic; an accurate statement of 
the weight or measure of each ingredient 
regardless of whether it appears in the 
finished product, except that reasonable 
variations may be permitted in the 
amount of components necessary in the 
preparation in dosage form provided 
that provisions for such variations are 
included in the master production and 
control record; an appropriate statement 
concerning any calculated excess of an 
ingredient; an appropriate statement of 
theoretical weight or measure at various 
stages of processing; and a statement of 
the theoretical yield.

(4) A  description of the containers, 
closures, and packaging and finishing 
materials.

(5) Manufacturing and control in
structions, procedures, specifications, 
special notations, and precautions to be 
followed.

(b) The batch production and control 
record shall be prepared for each batch 
of drug produced and shall include com
plete information relating to the produc
tion and control of each batch. These 
records shall be retained for at least 2 
years after the batch distribution is 
complete or at least 1 year after the 
batch expiration date, whichever is 
longer. These records shall identify the 
specific labeling and lot or control num
bers used on the batch and shall be 
readily available during such retention 
period. The batch record shall include:

(1) An accurate reproduction of the 
appropriate master formula record 
checked, dated, and signed or initialed 
by a competent and responsible indi
vidual.

(2) A  record of each significant step 
in the manufacturing, processing, pack
aging, labeling, testing, and controlling 
of the batch, including: Dates; individual 
major equipment and lines. employed; 
specific identification of each batch of 
components used; weights and measures 
of components and products used in the 
course of processing; in-process and lab
oratory control results; and identifica
tions of the individual (s) actively per
forming and the individual (s) directly 
supervising or checking each significant 
step in the operation.

(3) A  batch number that identifies 
all the production and control docu
ments relating to the history of the batch 
and all lot or control numbers associated 
with the batch.

(4) A  record of any investigation 
made according to § 211.40(h).
§211.110 Distribution records.

(a) Finished goods warehouse con
trol and distribution procedures shall in
clude a system by which the distribution 
of each lot of drug can be readily deter
mined to facilitate its recall if necessary. 
Records within the system shall contain 
the name and address of the consignee, 
date and quantity shipped, and lot or 
control number of the drug. Records 
shall be retained for at least 2 years after 
the -distribution of the drug has been 
completed or 1 year after the expiration 
date of the drug, whichever is longer.

(b) To assure the quality of the 
product, finished goods warehouse con
trol shall also include a system whereby 
the oldest approved stock is distributed 
first whenever possible. (See 21 CFR 1304 
for regulations relating to manufactur
ing and distribution records of drugs 
subject to the Drug Abuse Control 
Amendments of 1965; Public Law 89- 
74.)
§ 211.115 Complaint files.

Records shall be maintained of all 
written and oral complaints regarding 
each product. An investigation of each 
complaint shall be made in accordance 
with § 211.40(h). The record of each in
vestigation shall be maintained for at 
least 2 years after distribution of the 
drug has been completed or 1 year after 
the expiration date of the drug, which
ever is longer.

PART 225— CURRENT GOOD MANUFAC
TURING PRACTICE FOR MEDICATED 
FEEDS

Subpart A— General Provisions
Sec.
225.1 Current good manufacturing prac

tice.
225.10 Personnel.
Subpart B— Construction and Maintenance of 

Facilities and Equipment
225.20 Buildings.
225.30 Equipment.
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Subpart C— Product Quality Control

Sec.
225.40 Production and control procedures. 
225.42 Components.
225.58 Laboratory controls.

Subpart D— Packaging and Labeling 
225.80 Packaging and labeling.

Subpart E— Records and Reports
225.102 Formula and production records. 
225.110 Distribution records.
225.115 Complaint files.

Authority: Secs. 501, 701, 52 Stat. 1049- 
1050 as amended, 1055-1056 as amended (21 
U.S.C. 351,371).

Subpart À:—General Provisions
§ 225.1 Current good manufacturing 

practice.
The criteria in §§ 225.10 through 225.- 

115, inclusive, shall apply in'determining 
whether the methods used in, or the 
facilities and controls used for, the 
manufacture, processing, packing, or 
.holding of a medicated feed conform to 
or are operated or administered in con
formity with current good manufactur
ing practice to assure that a medicated 
feed meets the requirements of the act as 
to safety, and has the identity and 
strength, and meets the quality and 
purity characteristics which it purports 
or is represented to possess, as required 
by section 501(a) (2) (B) of the act. The 
regulations in this Part 225 permit the 
use of precision, automatic, mechanical, 
or electronic equipment in the production 
of a medicated feed when adequate in
spection and checking procedures are 
used to assure proper performance.
§ 225.10 Personnel.

The key employees and/or consultants 
responsible for the formulation, manu
facture, and control of the medicated 
feed shall have a background of educa
tion or experience or a combination 
thereof that is adequate to assure proper 
composition and labeling of the medi
cated feeds. ,
Subpart B— Construction and Maintenance 

of Facilities and Equipment
§ 225.20 Buildings.

Buildings in which medicated feeds are 
manufactured, processed, packaged, la
beled, or held shall be maintained in a 
reasonably clean and orderly manner 
and shall be of suitable size, construc
tion, and location in relation to sur
roundings to facilitate maintenance and 
operation for their intended purpose. The 
buildings shall:

(a ) Provide adequate space for the 
orderly placement of equipment and ma
terials used in any of the following opera
tions for which they are employed, to 
minimize any risk of mixups between 
different medicated feeds, their compo
nents, packaging, or labeling:

(1) The receipt, control, and storage 
of components.

(2) Any manufacturing and process
ing operations performed on the medi
cated feed.

(3 ) A ny  packaging and  labeling opera
tions.

(4) Storage of containers, packaging 
materials, labeling, and finishing prod
ucts.

(b) Provide adequate lighting and 
other physical facilities necessary to pre
vent unsafe contamination o f raw ma
terials and finished products before, dur
ing, and after production.

(c) Provide for adequate washing, 
cleaning, toilet, and locker facilities.
Work areas and equipment used for the 
production of medicated feeds or for the 
storage of the components of medicated 
feeds shall not be used for the production, 
mixing, or storage of finished or un
finished insecticides, fungicides, or ro- 
denticides or their components.
§ 225.30 Equipment.

Equipment used for the manufacture, 
processing, packaging, bulk shipment, 
labeling, holding or control of medicated 
feeds or their components shall be main
tained in a reasonably clean and orderly 
manner and shall be of suitable design, 
size, construction, and location in rela
tion to surroundings to facilitate main
tenance and operation for its intended 
purpose. The equipment shall:

(a ) Be so constructed that any sur
faces that come into contact with medi
cated feeds are suitable, in that they are 
not reactive, additive, or absorptive to 
an extent that significantly affects the 
identity, strength, quality, or purity o f 
the medicated feed or its components.

(b) Be so constructed that any sub
stance required for the operation of the 
equipment, such as lubricants, coolants, 
etc., may be employed without hazard of 
becoming an unsafe additive to the med
icated feed.

(c) Be constructed to facilitate adjust
ment, cleaning, and maintenance, and to 
assure uniformity of production and re
liability of control procedures and to 
assure the exclusion from medicated 
feeds of unsafe contamination, including 
cross-examination from manufactur
ing operations.

(d) Be suitably grounded electrically 
to prevent lack of uniform mixing due 
to electrically charged particles.

(e) Be of suitable size and accuracy 
for use in any intended measuring, mix
ing or weighing operations.

Subpart C— Product Quality Control
§ 225.40 Production and control pro

cedures.
Production and control procedures 

shall include all reasonable precautions, 
including the following, to assure that 
the medicated feeds produced are of 
proper composition and labeling:

(a) Each critical step in the process, 
such as the selection, weighing, and 
measuring of components; the addition 
of drugs or components during the proc
ess; the control of mixing times; the ad
justment of the equipment involved in 
continuous production processes; and 
the determination of the finished yield, 
shall be performed in a manner that has 
been determined by appropriate methods, 
including laboratory testing of the med
icated feed, to be adequate to assure the

integrity of the final product. I f  such 
steps in the processing are controlled by 
precision, automatic, mechanical, or elec
tronic equipment, provision shall be made 
to adequately check its performance.

(b) All containers to be used for undi
luted drugs, drug components, inter
mediate mixtures, and finished feeds 
shall be received,-adequately identified, 
and properly stored and handled in a 
manner adequate to prevent mixups or 
contamination.

(c) Equipment, including dust-con
trol and other equipment, such as that 
used for holding and returning recovered 

. or flush-out materials back into produc
tion, shall be maintained and operated in 
such a manner as to prevent unsafe con
tamination of the medicated feed.

(d) The steps used to prevent unsafe 
contamination of medicated feed include 
one or more of the following, or other 
equally effective procedures:

(1) Cleaning of those parts of storage, 
mixing, conveying, and any other equip
ment coming in contact with the drug 
component of the medicated feed for the 
purpose of cleaning out of the equipment 
any drug, drug component, or medicated 
feed prior to the use of the same equip
ment for the production of a different 
medicated feed.

(2) The cleaning of the equipment as 
required in paragraph (d )(1 ) of this 
section, may be achieved by flushing 
all feed-contacting surfaces of such 
equipment used in the production of a 
medicated feed with a quantity of an 
appropriate drug-free feedstuff that has 
been found sufficient to remove any sig
nificant quantity of a drug component 
or an intermediate mix or complete medi
cated feed prior to the production of a 
different medicated feed. The yield 
from any such flushing operation may be 
incorporated in appropriate amounts in 
the subsequent production of a medi
cated feed intended to contain the same 
drug component (or components) to pro
duce a complete medicated feed con
forming to its composition and labeling 
specifications.

'(e ) I f  there is sequential production 
of batches of a medicated feed containing 
the same drug component (or compo
nents) at the same or lower levels, there 
shall be sufficient safeguards to avoid any 
buildup above The specified levels of the 
drug components in any of the batches 
of the complete feed.

( f ) A  sampling and assay schedule on 
the finished medicated feed, or a sched
ule at least as reliable, for checking on 
the composition of the finished article 
shall be applied as follows:

(1) In the case of a medicated feed 
that requires an approved Form FD-1800 
for its manufacture and marketing, the 
schedule of assays established in such 
application shall be used.

(2) In the case of a medicated feed 
that does not require an approved Form 
FD-1800 for its marketing, three appro
priately drawn samples from each 400 
tons of such medicated feeds produced 
shall be taken at appropriately spaced 
intervals over the production period, and, 
in any event, not less than three such
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samples of each particular medicated 
feed during any 1 year shall be collected 
and analyzed. For the purposes of this 
subparagraph, the term “each particular 
medicated feed” shall be construed to in
clude all feeds containing the same drug 
components) at different levels. The col- 
ponent (or the same mixture of com
ponents) at different levels. The col
lection and analysis of samples shall be 
from the medicated feed containing the 
highest level of the drug component (or 
mixture of components).

(3) A  medicated feed covered by para
graph ( f ) (2) of this section shall be 
exempt from the prescribed sampling 
and analytical schedule under the fol
lowing conditions:

(i) The manufacturing practices used 
in the production of the medicated feed 
were consistent with the regulations of 
this part; and

(ii) The manufacturer of the medi
cated feed has produced at least 3 batches 
of such feed conforming to composition 
and labeling specifications dining the 
1-year period immediately preceding the 
date of manufacture of the feed, and 
during that period has not been notified 
by the Food and Drug Administration or 
any State regulatory official that his 
manufacturing practices were in conflict 
with section 501(a)(2 )(B ) of the act 
or the regulations of this part and has 
not distributed a medicated feed during 
that period which has been proceeded 
against under the act because of failure 
of such feed to comply with its composi
tion or labeling requirements or which 
has been analyzed by any State official 
and found to be deficient; and

(ill) The medicated feed contains 
only, as the drug component (or com
ponents), a low-level growth-proipotion 
antibiotic (or antibiotics) as provided 
by and in accordance with the regula
tions in Part 558 of this chapter; it was 
manufactured from a feed additive 
premix, feed additive concentrate, or 
feed additive supplement that, at the 
time of receipt by the medicated-feed 
manufacturer, bore a label, or was ac
companied by labeling, containing a 
quantitative composition statement of 
its antibiotic content together with di
rections for its use in the manufactur
ing of a legal medicated feed; and the 
medicated-feed manufacturer, in good 
faith, relied upon and followed the feed 
additive premix, concentrate, or supple
ment label or labeling information and 
directions for use in the manufacturing 
of the medicated feed; or

(iv) The medicated feed contains 
only, as the drug component (or com
ponents) , a drug (or drugs) as provided 
by and in accordance with the regula
tions in Part 558 of this chapter; it was 
manufactured from a feed additive con
centrate or feed additive supplement 
that, at the time o f receipt by the medi
cated-feed manufacturer, bore a label, 
or was accompanied by labeling, con
taining the quantitative composition of 
its drug content together with directions 
for its use in the manufacturing of a 
legal medicated feed; and the medicated- 
feed manufacturer, in good faith, relied 
upon and followed the feed additive con-
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centrate or supplement label or labeling 
information and directions for use in the 
manufacturing of the medicated feed; 
or

(v) The medicated feed contains only 
drug components as provided by and in 
accordance with the regulations in Part 
558 of this chapter and was manu
factured from a feed additive supple
ment, a low level growth-promotion 
antibiotic premix, a low level growth- 
promotion antibiotic concentrate, a feed 
additive concentrate, or a combination 
of any two of these used in accordance 
with the conditions set forth in para
graph ( f ) (3 ) (ii), (iii), and (iv) of this 
section.

(g) Production and control procedures 
shall include provision for discontinuing 
distribution of any medicated feed found 
by the assay procedures, or any other 
controls preformed, to fail to conform 
to appropriate specifications. Distribu
tion of subsequent production shall not 
begin until it has been determined that 
proper control produres have been 
established.
§ 225.42 Components.

(a) Drug components, including un
diluted drugs and any intermediate mixes 
containing drugs used in the manufac
turé and processing of medicated feeds, 
shall be received, stored, handled, and 
otherwise controlled in a manner to 
maintain the integrity and identification 
of such articles. Appropriate receipt 
and inventory records shall be main
tained for 1 year and such reêbrds shall 
show the origin of any drug components, 
the batches in which they were used, and 
the results of any testing of them by or 
on behalf of the medicated-feed manu
facturer.

(b) Nandrug components shall be 
stored and otherwise handled in a man
ner to avoid unsafe contamination, in
cluding cross-contamination from man
ufacturing operations.

(c) Statements relating to the identi
fication and the quantitative composition 
appearing on the labels o f undiluted 
drugs or other drug components received 
by the medicated-feed manufacturer 
from other suppliers may be relied upon 
by the medicated-feed manufacturer as 
acceptable evidence of the identity and 
composition of the drug or drug com
ponents in lieu of actual testing of each 
such drug or drug component if  such re
liance is made in good faith.
§ 225.58 Laboratory controls.

Laboratory controls shall include the 
establishment of adequate specifications 
and test procedures to assure that the 
drug components and the finished medi
cated feeds conform to appropriate 
standards of identity, strength, quality, 
and purity. Laboratory controls shall 
include:

(a) The establishment of master rec
ords containing appropriate specifica
tions and a description of the test pro
cedures used to check them for each 
kind of drug used in the manufacture of 
medicated feeds; this may consist of the 
manufacturer’s or supplier's statement 
of specifications.

(b) The establishment of finished- 
product specifications for medicated 
feeds and a description of any necessary 
laboratory 4est procedures to check 
them, including methods of assay for the 
active drug ingredient.

(c) A determination that the drug 
components remain uniformly dispersed 
and stable in the medicated feed under 
ordinary conditions of shipment, stor
age, and use; this may consist of a sup
plier’s or consultant’s determination 
made on a feed of substantially the same 
formula.

(d) Adequate provision to check the 
reliability, accuracy, and precision of any 
laboratory test procedure used; the 
official Methods of Analysis of the Asso
ciation of Official Agricultural Chem
ists, methods described in an official 
compendium, and any method, submitted 
as a part of a food additive petition or 
new-drug application, which has been 
accepted by the Food and Drug Admin
istration shall be regarded as meeting 
this provision.

(e) Provision for the maintenance of 
the results of any assays, including dates 
and endorsement of analysts. Such rec
ords, together with records of analyses 
reported by any State feed control of
ficial shall be retained in the possession 
of the manufacturer or in the possession 
of a consulting laboratory operating in 
his behalf. Such records shall be main
tained for a period of at least 1 year after 
distribution of the medicated feed has 
been completed.

Subpart D— Packaging and Labeling 
§ 225.80 Packaging and labeling.

Packaging and labeling operations 
shall be adequately performed and con
trolled to assure that only those medi
cated feeds made in compliance with 
established formula records and manu
facturing and control directions shall be 
distributed; to prevent mixups between 
the medicated feeds during the packag
ing and labeling operations; and to as
sure that correct labeling is employed for 
the medicated feed. In the case of 
medicated feeds distributed in bulk, com
plete labeling shall accompany the ship
ment and be supplied to the consignee at 
the time of delivery. Such labeling may 
consist of an invoice or placard identi
fying the medicated feed and bearing 
adequate information for the safe and 
effective use of the medicated feed; 
Labels and labeling shall be received, 
handled, and stored in a manner that 
avoids labeling mixups. Previously used 
containers shall be adequately cleaned 
and labeled before reuse to avoid adult
eration or misbranding.

Subpart E— Records and Reports
§ 225.102 Formula and production rec

ords.
(a) For each medicated feed, a master 

formula record or card shall be prepared, 
checked, and maintained by a responsible 
key employee and retained for at least 
1 year after production of the last batch. 
The formula record or card shall include 
at least the following:
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(1) The name of the medicated feed, 
together with any other information nec
essary for the correct identification of the 
feed.

(2) The weight or measure of each in
gredient, adequately identified, to be 
used in manufacturing a stated weight 
of the medicated feed.

(3) ,A copy, description, or notation 
adequately identifying the label, labeling, 
or placard necessary to be used on or 
with the complete medicated feed.

(4) Manufacturing instructions for 
each medicated feed produced on a batch 
or continuous operation basis, including 
mixing steps, mixing times, and batch 
formulas that have been determined to 
yield an adequately mixed medicated 
feed; and in the case of medicated feeds 
produced by continuous production run, 
any additional manufacturing directions 
including, when indicated, the settings 
of equipment that have been determined 
to yield an adequately mixed medicated 
feed of the specified formula.

(5) Appropriate control directions, in
cluding the manner and frequency with 
which any necessary samples of the med
icated feed are to be taken for specified 
laboratory tests, the criteria for using 
laboratory test results to change formu
lations or manufacturing procedures, and 
the procedures to be observed to avoid 
unsafe contamination of the medicated 
feed with other medicated feeds or drug 
components.

(b) A  production record shall be pre
pared for each batch or run of medicated 
feed produced, and shall be retained for 
at least 1 year. The production record 
shall include:

(1) Product identification, date of 
production, and endorsement by a re
sponsible individual.

(2) A record of the quantity of drug 
components used.

(3) A record of the quantity of medi
cated feed produced.

(c) In the case of a cüstomer-formula 
feed made to the specifications of a cus
tomer, the formula and production rec
ords required by this section may con
sist of copies of customers’ purchase 
orders and sellers’ invoices bearing the 
information required by this section.
§225.110 Distribution records.

Complete records shall be maintained 
for each shipment of medicated feeds 
in a manner that will facilitate the re
call, diversion, or destruction of the med
icated feed, if  necessary. Such records 
shall be retained for at least 6 months 
after the date of the shipment, and shall 
include the name and address of the 
consignee, the date and quantity shipped, 
and the manufacturing dates, control 
numbers, o-r marks identifying the medi
cated feed shipped. I f  the medicated 
feed is held under control of the manu
facturer for further shipment at estab
lishments other than where produced, 
records as outlined in this section shall 
be maintained at these establishments.
§225.115 Complaint files.

T h e  m edicated-feed m anufacturer 
shall evaluate by  responsible key person
nel each com plaint receiVed by h im  on a

feed that is manufactured or distrib
uted by him and, where indicated, make 
such further investigations or take such 
appropriate action as appears to be war
ranted in the circumstances. A record 
of complaints and the action taken by 
the feed manufacturer shall be main
tained for a period of 2 years. I f  the 
medicated feed is the subject of an ap
proved new-drug application held by the 
feed manufacturer, he shall make such 
reports as are required by § 510.301 of 
this chapter.

PART 226— CURRENT GOOD MANUFAC
TURING PRACTICE FOR MEDICATED 
PREMIXES

Subpart A— General Provisions
Sec.
226.1 Current good manufacturing prac

tice.
226.10 Personnel.
Subpart B— Construction and Maintenance of 

Facilities and Equipment
226.20 Buildings.
226.30 Equipment.

Subpart C— Product Quality Control 
226.40 Production and control procedures. 
226.42 Components.
226.58 Laboratory controls.

Subpart D— Packaging and Labeling 
226.80 Packaging and labeling.

Subpart E— Records and Reports
226.102 Master-formula and batch-produc

tion records.
226.110 Distribution records.
226.115 Complaint flies.

Authority: Secs. 501, 701, 52 Stat. 1049- 
1050 as amended; 1055-1056 as amended (21 
U.S.C. 351, 371).

Subpart A— General Provisions
§ 226.1 Current good manufacturing 

practice.
The criteria in §§ 226.10 through 226.- 

115, inclusive, shall apply in determining 
whether the methods used in, or the fa 
cilities and controls used for the manu
facture, processing, packing, or holding 
of a medicated premix conform to or are 
operated or administered in conformity 
with current good manufacturing prac
tice to assure that a medicated premix 
meets the requirements of the act as to 
safety, and has the identity and strength, 
and meets the quality and purity charac
teristics which it purports or is repre
sented to possess, as required by section 
501(a) (2) (B) of the act. The regulations 
in this Part 226 permit the use of preci
sion, automatic, mechanical, or elec
tronic equipment in the production of a 
medicated premix when adequate inspec
tion and checking procedures or other 
quality control procedures are used to as
sure proper performance.
§ 226.10 Personnel.

The key personnel and any consult
ants involved in the manufacture and 
control of the medicated premix shall 
have a background of appropriate edu
cation or appropriate experience or com
bination thereof for assuming responsi
bility to assure that the medicated pre
mix has the proper labeling and the 
safety, identity, strength, quality, and 
purity that it purports to possess.

Subpart B— Construction and Maintenance 
of Facilities and Equipment

§ 226.20 Buildings.
Buildings in which medicated pre

mixes are manufactured, processed, 
packaged, labeled, or held shall be main
tained in a clear and orderly maimer 
and shall be of suitable size, construc
tion and location in relation to sur
roundings to facilitate maintenance and 
operation for their intended purpose. The 
building shall:

(a ) Provide adequate space for the 
orderly placement of equipment and 
materials used in any of the following 
operations for which they are employed 
to minimize risk of mixups between dif
ferent medicated premixes, their com
ponents, packaging, or labeling:

(1) The receipt, sampling, control, and 
storage of components.

(2) Manufacturing and processing 
operations performed on the medicated 
premix.

(3) Packaging and labeling opera
tions.

(4) Storage of containers, packaging 
materials, labeling, and finished prod
ucts.

( 5 ) Control laboratory operations.
(b) Provide adequate lighting and 

ventilation, and when necessary for the 
intended production or control purposes, 
adequate screening, dust and tempera
ture controls, to avoid contamination of 
medicated premixes, and to avoid other 
conditions unfavorable to the safety, 
identity, strength, quality, and purity of 
the raw materials and medicated pre
mixes before, during, and after produc
tion.

(c) Provide for adequate washing, 
cleaning, toilet, and locker facilities. 
Work areas and equipment used'for the 
production of medicated premixes or for 
the storage of the components of medi
cated premixes shall not be used for the 
production, mixing or storage of finished 
or unfinished insecticides, fungicides, 
rodenticides, or other pesticides or their 
components unless such materials are 
recognized as approved drugs intended 
for use in animal feeds.
§ 226.30 Equipment.

Equipment used for the manufacture, 
processing, packaging, bulk shipment, 
labeling, holding, or control of medicated 
premixes or their components shall be 
maintained in a clean and orderly man
ner and shall be of suitable design, size, 
construction, and location to facilitate 
maintenance and operation for its in
tended purpose. The equipment shall:

(a) Be so constructed that any sur
faces that come into contact with medi
cated premixes are suitable, in that they 
are not reactive, additive, or absorptive 
to an extent that significantly affects 
the identity, strength, quality, or purity 
of the medicated premix or its compo
nents.

(b) Be so constructed that any sub
stance required for the operation of the 
equipment, such as lubricants, coolants, 
etc., may be employed without hazard of 
becoming an unsafe additive to the 
medicated premix.
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(c) Be constructed to facilitate adjust
ment, cleaning, and maintenance, and 
to assure uniformity of production and 
reliability of control procedures and ,to 
assure the exclusion from medicated pre
mixes of contamination, including cross
contamination from manufacturing 
operations.

(d) Be suitably grounded electrically 
to prevent lack of uniform mixing due 
to electrically charged particles.

(e) Be of suitable size and accuracy 
for use in any intended measuring, mix
ing, or weighing operations.

Subpart C— Product Quality Control
§ 226.40 Production and control pro

cedures.
Production and control procedures 

shall include all reasonable precautions, 
including the following, to assure that 
the medicated premixes produced have 
the identity, strength, quality, and purity 
they purport to possess:

(a ) Bach critical step in the process, 
such as the selection, weighing, and 
measuring of components; the addition 
of drug components during the process; 
weighing and measuring during various 
stages of the processing; and the deter
mination of the finished yield, shall be 
performed by one or more competent, re
sponsible individuals. I f  such steps in the 
processing are controlled by precision, 
automatic, mechanical, or electronic 
equipment, their proper performance 
shall be adequately checked by one or 
more competent, responsible individuals.

(b) All containers to be used for un
diluted drugs, drug components, inter
mediate mixtures thereof, and medicated 
premixes shall be received, adequately 
identified, and properly stored and han
dled in a maner adequate to avoid mix- 
ups and contamination.

(c) Equipment, including dust-control 
and other equipment, such as that used 
for holding and returning recovered or 
flush-out materials back into production, 
shall be maintained and operated in a 
manner to avoid contamination of the 
medicated premixes and to insure the' 
integrity of the finished product.

(d) Competent and responsible per
sonnel shall check actual against theo
retical yield of a batch of medicated 
premix, and, in the event of any signifi
cant discrepancies, key personnel shall 
prevent distribution of the batch in 
question and other associated batches of 
medicated premixes that may have been 
involved in a mixup with it.

(e) Adequate procedures for cleaning 
of those parts of storage, mixing convey
ing and other equipment coming in con
tact with the drug component of the 
medicated premix shall be used to avoid 
contamination of medicated premixes.

( f  ) I f  there is sequential production of 
batches of a medicated premix contain
ing the same drug component (or com
ponents) at the same or lower levels, 
there shall be sufficient safeguards to 
avoid any buildup above the specified 
levels of the drug components in any of 
the batches of the medicated premix.

(g ) Production and control procedures 
shall include provision for discontinuing

distribution of any medicated premix 
found by the assay procedures, or other 
controls performed to fail to conform 
to appropriate specifications. Distribu
tion of subsequent production of such 
medicated premix shall not begin until it 
has been determined that proper control 
procedures have been established.
§ 226.42 Components.

(a) Drug components, including undi
luted drugs and any intermediate mixes 
containing drugs used in the manufac
ture and processing of medicated pre
mixes, shall be received, examined or 
tested, stored, handled, and otherwise 
controlled in a manner to maintain the 
integrity and identification of such ar
ticles. Appropriate receipt and inventory 
records shall be maintained for 2 years, 
and such records shall show the origin 
o f any drug components, the manufac
turer’s control number (if any), the 
dates and batches in which they were 
used, and the results of any testing of 
them.

(b) Nondrug components shall be 
stored and otherwise handled in a man
ner to avoid contamination, including 
cross-contamination from manufactur
ing operations.
§ 226.58 Laboratory controls.

Laboratory controls shall include the 
establishment of adequate specifications 
and test procedures to assure that the 
drug components and the medicated pre
mixes conform to appropriate standards 
of identity, strength, quality, and purity. 
Laboratory controls shall include:

(a) The establishment of master rec
ords containing appropriate specifica
tions and a description of the test pro
cedures used to check them for each kind 
of drug component used in the manu
facture of medicated premixes. This may 
consist of the manufacturer’s or sup
plier’s statement of specifications and 
methods of analyses.

(b) The establishment of specifica
tions for medicated premixes and a 
description of necessary laboratory test 
procedures to check such specifications.

(c) Assays which shall be made of 
representative samples of finished medi
cated premixes in accordance with the 
following schedule:

(1) Each batch of a medicated premix 
manufactured from an undiluted drug 
shall be assayed for its drug compo
nent (s) .

(2) In the case of medicated premixes 
which are manufactured by dilution of 
medicated premix (es) assayed in accord
ance with paragraph (c )(1 ) of this 
section, each batch shall be assayed 
for its drug component(s) with the first 
five consecutive batches assaying within 
the limitations, followed thereafter by 
assay of representative samples of not 
less than 5 percent of all batches pro
duced. When any batch does not assay 
within limitations, each batch should 
again be assayed until five consecutive 
batches are within limitations.

(d) A  determination establishing that 
the drug components remain uniformly 
dispersed and stable in the medicated 
premix under ordinary conditions of

shipment, storage, and use. This may 
consist of a determination on a medicated 
premix of substantially the same formula 
and characteristics. Suitable expiration 
dates shall appear on the labels of the 
medicated premixes when needed to as
sure that the articles meet the appropri
ate standards of identity, strength, qual
ity, and purity at the time of use.

(e) Adequate provision to check the 
reliability, accuracy, and precision of any 
laboratory test procedure used. The of
ficial methods in “Methods of Analysis 
of the Association of Official Analytical 
Chemists,” 1 methods described in an o f
ficial compendium, and any method sub
mitted as a part of a food additive 
petition or new-drug application that has 
been accepted by the Food and Drug Ad
ministration shall be regarded as meeting 
this provision.

(f )  Provisions for the maintenance of 
the results of any assays, including dates 
and endorsement of analysts. Such rec
ords shall be retained in the possession 
of the manufacturer and shall be main
tained for a period of at least 2 years 
after distribution by the manufacturer 
of the medicated premix has been 
completed.

Subpart D— Packaging and Labeling 
§ 226.80 Packaging and labeling.

(a) Packaging and labeling operations 
shall be adequately controlled:

(1) To assure that only those medi
cated premixes that have met the speci
fications established in the master-for
mula records shall be distributed.

(2) To prevent mixups during the 
packaging and labeling òperations.

(3) To assure that correct labeling is 
employed for each medicated premix.

(4) T o  identify medicated premixes 
with lot or control numbers that permit 
determination of the history of the man
ufacture and control of the batch of 
medicated premix.

(b) Packaging and labeling operations 
shall provide:

(1) For storage of labeling in a man
ner to avoid mixups.

(2) For careful checking of labeling 
for identity and conformity to the label
ing specified in the batch-production 
records.

(3) For adequate control of the quan
tities of labeling issued for use with the 
medicated premix.

(c) Medicated premixes shall be dis
tributed in suitable containers to insure 
the safety, identity, strength, and quality 
of the finished product.

Subpart E— Records and Reports
§ 226.102 Master-formula and batch- 

production records.
(a) For each medicated premix, 

master-formula records shall be pre
pared, endorsed, and dated by a compe
tent and responsible individual and shall 
be independently checked, reconciled, en
dorsed, and dated by a second competent

1 Copies may be obtained from : Associa
tion of Official Analytical Chemists, P.O. Box 
540; Ben Franklin Station, Washington, DC 
20044.
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and responsible individual. The record 
shall include:

(1) The name of the medicated pre
mix and a specimen copy of its label.

(2) The weight or measure of each in
gredient, adequately identified, to be 
used in manufacturing a stated weight 
of the medicated premix.

(3) A  complete formula for each batch 
size, or of appropriate size in the case 
of continuous systems to be produced 
from the master-formula record, includ
ing a complete list of ingredients desig
nated by names or codes sufficiently 
specific to indicate any special quality 
characteristics; an accurate statement of 
the weight or measure of each ingredient, 
except that reasonable variations may be 
permitted in the amount of ingredients 
necessary in the preparation of the medi
cated premix, provided that the varia
tions are stated in the master formula; 
an appropriate statement concerning any 
calculated excess of an ingredient; and 
a statement of the theoretical yield.
« (4) Manufacturing instructions for 

each type of medicated premix produced 
on a batch or continuous operation basis, 
including mixing steps and mixing times 
that have been determined to yield an 
adequately mixed medicated premix; 
and in the case of medicated premixes 
produced by continuous production run, 
any additional manufacturing directions 
including, when indicated, the settings of 
equipment that have been determined to 
yield an adequately mixed medicated 
premix of the specified formula.

(5) Control instructions, procedures, 
specifications, special notations, and pre
cautions to be followed.

(b) A  separate batch-production and 
control record, shall be prepared for each 
batch or rim of medicated premix pro
duced and shall be retained for at least 
2 years after distribution by the manu
facturer has been completed. The batch- 
production and control record shall 
include:

(1) Product identification, date of pro
duction, and endorsement by a compe
tent and responsible individual.

(2) Records of each step in the manu
facturing, packaging, labeling, and con
trolling of the batch, including dates, 
specific identification of drug compo
nents used, weights or measures of all 
components, laboratory-control results, 
mixing times, and the endorsements of 
the individual actively performing or the 
individual actively supervising or check
ing each step in the operation.

(3) A  batch number that permits de
termination of all laboratory-control 
procedures and results on the batch and 
all lot or control numbers appearing on 
the labels of the medicated premix.
§226.110 Distribution records.

Complete records shall be maintained 
for each shipment of medicated premixes 
in a manner that will facilitate the re
call, diversion, or destruction of the med
icated premix, if  necessary. Such records 
shall be retained for at least 2 years after 
the date o f the shipment by the manu
facturer and shall include the name and 
address of the consignee, the date and

quantity shipped, and the manufacturing 
dates, control numbers, or marks identi
fying the medicated premix shipped.
§226.115 Complaint files.

Records shall be maintained for it pe
riod of 2 years of all written or verbal 
complaints concerning the safety or ef
ficacy of each medicated premix. Com
plaints shall be evaluated by competent 
and responsible personnel and, where 
indicated, appropriate action shall be 
taken. The record shall indicate the 
evaluation and the action.

PART 229— CURRENT GOOD MANUFAC
TURING PRACTICE FOR CERTAIN 
OTHER DRUG PRODUCTS

Sec.
229.25 Whole blood (hum an), red blood 

cells (hum an), and allergenic 
products; drugs subject to licens
ing by the Pood and Drug Ad
ministration.

Authority: Secs. 501, 701, 52 Stat. 1049- 
1050 as amended, 1055-1056 as amended (21 
U.S.C. 351,371).

§ 229.25 Whole blood (human), red 
blood cells (human), and allergenic 
products; drugs subject to licensing 
by the Food and Drug Administra
tion.

(a) The methods used in, or the facil
ities or controls used for, the manufac
ture, processing, packing, or holding of 
the drugs whole blood (human), red 
blood cells (human) , and allergenic 
products do not conform to, or are not 
operated or administered in conformity 
with, current good manufacturing prac
tice to assure that any such drug meets 
the requirements of the act as to safety 
and has the identity and strength and 
meets the quality and purity character
istics, which it purports or is represented 
to possess, unless the manufacture, pro
cessing, packing, and holding of such 
drugs conform to the licensing and other 
requirements as to such drugs and 
the practices and standards of manu
facture, processing, packing, and hold
ing applicable to such drugs set forth in 
Part 640 of this chapter. Applications for 
licensing shall be submitted to the Di
rector, Bureau of Biologies, Pood and 
Drug Administration, Bldg. 29A, 9000 
Rockville Pike, Bethesda, MD 20014.

PART 250— SPECIAL REQUIREMENTS FOR 
SPECIFIC HUMAN DRUGS 

Subpart A— Drugs Regarded as Misbranded 
Sec.
250.10 Oral prenatal drugs containing

fluorides Intended for human use.
250.11 Thyroid-containing drug prepara

tions intended for treatment of 
obesity in humans.

250.12 Stramonium preparations labeled
with directions for use in self- 
medication regarded as mis
branded.

Subpart B— New Drue or Prescription Status of 
Specific Drugs

250.100 Amyl nitrite inhalant as a prescrip
tion drug for human use.

250.101 Amphetamine and methampheta-
mine inhalers regarded as pre
scription drugs.

Sec.
250.102 Drug preparations intended for

human use containing certain 
“coronary vasodilators.”

250.103 Thorium dioxide for drug use.
250.104 Status of salt substitutes under the

Federal Food, Drug, and Cosmetic 
Act.

250.105 Qelsemium/-containing preparations
regarded as prescription drugs.

250.106 Cobalt preparations intended for
use by man.

250.107 Dimethylsulfoxide (DMSO) prep
arations; clinical testing and in
vestigational use.

250.108 Potassium permanganate prepara
tions as prescription drugs.*

250.109 Vitamin A preparations for oral use
as drugs.

250.110 Vitamin D preparations for oral use
as drugs.

Subpart C— Requirements for Drugs and Foods 
250.201 Preparations for the treatment of 

pernicious anemia.
250.203 Status of fluoridated water and 

foods prepared with fluoridated 
water.

Subpart D— Requirements for Drugs and 
Cosmetics

250.250 Hexachlorophene, as a component 
of drug and cosmetic products.

Subpart E— Special Packaging Requirements 
250.300 Nitroglycerin for human use; pack

aging and warnings.
Authority : Sec.-701, 52 Stat. 1055-1056 (21 

U.S.C. 371) unless otherwise noted.

Subpart A— Drugs Regarded as Misbranded
§ 250.10 Oral prenatal drugs containing 

fluorides intended for human use.
(a) The Food and Drug Administra

tion finds that there is neither substan
tial evidence of effectiveness nor a gen
eral recognition by qualified experts that 
prenatal drug preparations containing 
fluorides promote tooth development in 
the fetus, prevent dental caries in the 
offspring, or prevent dental caries in 
pregnant women.

(b) Any such drug preparation that is 
so labeled, represented, or advertised will 
be regarded as misbranded and subject 
to regulatory proceedings unless such 
recommendations are covered by a new- 
drug application, including substantial 
evidence of effectiveness, approved pur
suant to section 505 of the Federal Food, 
Drug, and Cosmetic Act. Any such drug 
preparation that is labeled, represented, 
or advertised as containing fluorides as 
an active ingredient of the drug for pre
natal use will similarly be regarded as 
misbranded and subject to regulatory 
proceedings.

(c) A completed and signed “Notice of 
Claimed Investigational Exception for 
a New Drug.” Form FD-1571 set forth in 
§ 312.1 of this chapter, must be sub
mitted to cover clinical investigations 
designed to obtain evidence that such 
preparations are effective for such uses.

< d > Regulatory proceedings may be 
initiated with respect to drug prepara
tions shipped within the jurisdiction of
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the act that are contrary to provisions of 
this statement after 30 days from the 
date of publication of this statement in 
the F ederal R egister .
(Secs. 502 (a ), ( f ) .  506, 52 Stat. 1060, 1051, 
1052, as amended; 21 UJ3.C. 352 (a ). ( f ). 355)

§ 250.11 Thyroid-containing drug prep
arations intended for treatment of 
obesity in humans.

(a) Investigation by the Food and 
Drug Administration has revealed that 
a large number of drug preparations 
containing thyroid or thyrogenic sub
stances in combination with central 
nervous system stimulants, with or with
out one or more additional drug sub
stances such as barbiturates or laxatives, 
are being marketed for or as adjuncts to 
the treatment, control, or management 
of obesity in humans. The Commissioner 
of Food and Drugs finds that the admin
istration of such combinations for said 
purposes is without medical rationale 
except possibly in those relatively un
common instances where the condition 
is directly related to hypothyroidism and 
there exists a concurrent need for appe
tite control (in such instances the safety 
and effectiveness of such combinations 
are not generally recognized). In partic
ular, the Commissioner of Food and 
Drugs finds that neither the consensus 
of informed medical opinion nor clinical 
experience justifies any representation 
that such combinations are safe and 
effective in connection with the treat
ment, control, or managemënt of obesity 
in patients having normal thyroid func
tion.

(b) Combinations of thyroid or other 
thyrogenic drugs with central nervous 
system stimulants with or without other 
drug substances when offered for or as 
adjuncts to the treatment, control, or 
management of obesity not related to 
hypothyroidism are regarded as mis
branded. Such combinations when of
fered for obesity in humans directly 
attributable to established hypothy
roidism are regarded as new drugs within 
the meaning of section 201 (p) of the 
Federal Food, Drug, and Cosmetic Act.
(Secs. 201 (p ). 502, 52 Stat. 1041-42, 1050, as 
amended; 21 U.S.C. 321 (p ), 352)

§ 250.12 Stramonium preparations la
beled with directions for use in self- 
medication regarded as misbranded.

(a) Stramonium products for inhala
tion have been offered for. use in the 
therapy of the acute attacks of bronchial 
asthma for many years although their 
reliability and effectiveness are question
able. Recently, a significantly increased 
number of reports have come to the at
tention of the Food and Drug Adminis
tration showing that such products have 
been subject to abuse and misuse on a 
fairly large scale, mostly by young 
people, through oral ingestion for the 
purpose of producing hallucinations. Re
ports of such use have been received 
from physicians and police and other 
law enforcement authorities. Reports 
have also appeared in the public press 
and in medical journals.
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(b) Labeling these products with a 
warning that they are not for oral inges
tion has not been effective in protecting 
the public. Misuse of stramonium prep
arations can cause serious toxic effects 
including toxic delirium, visual disturb
ances, fever, and coma. A number of seri
ous reactions have already occurred from 
the oral ingestion of such products.

(c) On the basis of this information, 
the Commissioner of Food and Drugs has 
concluded that such articles have a po
tentiality for harmful effect through 
misuse and are not safe for use except 
under the supervision of a physician. In 
the interest of public health protection, 
therefore, the Food and Drug Adminis
tration adopts the following policy:

(1) Preparations containing stramo
nium supplied from the leaves, seeds, or 
any other part of the plant in the form of 
a powder, pipe mixture, cigarette, or any 
other form, with or without admixture 
of other ingredients, will be regarded as 
misbranded if they are labeled with 
directions for use in self-medication.

(2) The Food and Drug Administra
tion will, on request, furnish comment 
on proposed labeling limiting any such 
preparation to prescription sale.

(d) The labeling or dispensing of 
stramonium preparations contrary to 
this statement after 60 days following 
the date of its publication in the F ederal 
R e g i s t e r  may be made th e  subject of 
regulatory proceedings.
(Secs. 502 (a), (f), 503(b); 62 Stat. 1050-51. 
1052, as amended; 21 UJB.C. 352 (a), iff). 
353(b))

Subpart B— New Drug or Prescription 
Status of Specific Drugs

§ 250.100 Amyl nitrite inhalant as a pre
scription drug for human use.

(a) Amyl nitrite inhalant has been 
available over-the-counter for emer
gency use by the patient in the manage
ment of angina pectoris for a number 
of years. As a result of a proposed policy 
statement published August 25, 1967 
(32 FR 12404), the Commissioner of 
Food and Drugs received reports of the 
abuse of this drug by those who do not 
require it for medical purposes. Addi
tionally, comment included a great deal 
of concern expressed by individual physi
cians, medical associations, pharma
ceutical associations, manufacturers, and 
State and local health authorities. Based 
on the information available, it is the 
opinion of the Commissioner of Food and 
Drugs, concurred in by the Food and 
Drug Administration Medical Advisory 
Board, that amyl nitrite inhalant is a 
drug with a potentiality for harmful 
effect and that it should be removed 
from over-the-counter status and re
stricted to sale on the prescription of 
a practitioner licensed by law to ad
minister such drug.

(b) Therefore, amyl nitrite inhalant 
will be regarded as misbranded unless 
the labeling on or within the package 
from which the drug is to be dispensed 
bears adequate information for its safe 
and effective use by physicians, in ac
cordance with § 201.100(c) of this chap

ter, and its label bears the legend “Cau
tion: Federal law prohibits dispensing 
without prescription.”

(c) Regulatory proceedings may be 
initiated with regard to the interstate 
shipment of amyl nitrite inhalant that is 
labeled, advertised, or dispensed con
trary to this statement of policy if such 
act occurs after July 1,1969.
(Sec. 503(b), 52 Stat. 1052, as amended; 21 
U.S.C. 353(b))

§ 250.101 . Amphetamine and metham- 
phetamine inhalers regarded as pre
scription drugs.

(a) Recurring reports o f abuse and 
misuse of methamphetamine (also 
known as desoxyephedrine) inhalers 
show that they have a potentiality for 
harmful effect and that they should not 
be freely available to the public through 
over-the-counter side. From com
plaints by law-enforcement officials, 
health officials, individual physicians, 
parents, and others as well as from Food 
and Drug Administration investigations, 
it is evident that the wicks from these 
inhalers are being removed and the 
methamphetamine they contain is being 
used as a substitute for amphetamine 
tablets. Amphetamine tablets and am
phetamine inhalers have been restricted 
to prescription sale because of their po
tentiality for harm to the user.

(b) It  is the considered opinion of the 
Food and Drug Administration that, in 
order to adequately protect the public 
health, inhalers containing methamphet
amine or methamphetamine salts (d- 
desoxyephedrine, or dl-desoxyephedrine, 
or their salts), as well as amphetamine 
Inhalers should be restricted to prescrip
tion sale and should be labeled with the 
legend “Caution: Federal law prohibits 
dispensing without prescription.”
(Secs. 503(b) (1) (B ), 52 Stat. 1052 as amend
ed; 21 U.S.C. 353(b) (1) ( B ) )

§ 250.102 Drug preparations intended 
for human use containing certain 
“coronary vasodilators.”

(a) (1) The Food and Drug Adminis
tration finds that the following “coro
nary vasodilators” are extensively re
garded by physicians as safe and useful 
as employed under medical supervision 
for the management of angina pectoris 
in some patients:
Amyl nitrite.
Erythrityl tetranl träte.
Mannitol hexanltrate.
Nitroglycerin.
Potassium nitrite.
Sodium nitrite.

(2) Additionally, new-drug applica
tions have been approved for products 
containing:
Inositol hexanltrate.
Isosorblde dinitrate.
Octyl nitrite.
Pentaerythritol tetranitrate.
Triethanolamine trinitrate biphosphate (trol-

nlträte phosphate).

(b) The Food and Drug Administra
tion also finds that there is neither sub
stantial evidence of effectiveness nor a 
general recognition by qualified experts
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that such drugs are effective for any of 
the other purposes for which some such 
drugs are promoted to the medical pro
fession in labeling and advertising. In 
particular, neither clinical investigations 
nor clinical experience justify any repre
sentations that such drugs are effective 
in the management of hypertension: In 
the management of coronary insuffi
ciency or coronary artery disease, except 
for their anginal manifestations: or in 
the management of the post coronary 
state, except angina pectoris present 
after coronary occlusion and myocardial 
infarction.

(c) Any preparation containing such 
drugs that is labeled or advertised for any 
use other than management of angina 
pectoris, or that is represented to be 
efficacious for any other purpose by 
reason of its containing such drug, will 
be regarded by the Food and Drug Ad
ministration as misbranded and subject 
to regulatory proceedings, unless such 
recommendations are covered by the ap
proval of a new-drug application based 
on a showing of safety and effectiveness.

(d) Any such drug in long-acting dos
age form is regarded as a new drug that 
requires an approved new-drug appli
cation before marketing.
. (e) Any of the drugs listed in para
graph (a) (2) of this section is regarded 
as a new drug that requires an approved 
new-drug application. Articles for 
which new-drug approvals are now in 
effect should be covered by supplemental 
new-drug applications as necessary to 
provide for labeling revisions consistent 
with this policy statement.
(Secs. 503(f), 505; 62 Stat. 1051, 1052, 21 
U.S.C. 352(f), 355)

§ 250.103 Thorium dioxide for drug use.
(a) Thorium dioxide is a source of 

naturally occurring radioactivity that 
has been used over a period of years as 
a radiopaque medium. When thorium 
dioxide is injected, it is permanently 
stored in the body. Because of its radio
activity, this storage causes scarring and 
carcinogenesis in the area o f storage. 
There are reports in the medical litera
ture of malignancy and deaths resulting 
from the injection of thorium dioxide. 
Therefore, the use in man of drugs con
taining thorium dioxide is justified only 
when this drug has a unique clinical use
fulness and there is substantial evidence 
of limited life expectancy by reason of 
disease or advanced age. The adminis
tration of the drug to food-producing 
animals cannot be justified since it may 
result in residues of the drug in food.

(b) Drugs containing thorium dioxide 
are unsafe and are regarded as mis
branded within the meaning of section 
502 (f )  (1), (2), and (J) of the Federal 
Food, Drug, and Cosmetic Act when la
beled or advertised for administration 
to man except when they have a unique 
clinical usefulness and there is substan
tial evidence of limited life expectancy 
by reason of disease or advanced age.

(c) Drug preparations containing tho
rium dioxide may be approved for
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marketing on the basis of new-drug ap
plications containing labeling bearing, 
in addition to other requirements, infor
mation to the following effect, which 
differs substantially from the labeling 
that has been employed in the past in 
the marketing of such drugs:

(1) Warning. For use only when this 
drug has a unique clinical usefulness and 
there is substantial evidence of limited 
life expectancy by reason of disease or 
advanced age. Not for administration 
to food-producing animals.

(2) Precautions. Special precautions 
should be taken to prevent soft tissue 
extravasation of the injected material. 
Precautions should be taken to prevent 
Injection of thorium dioxide into the sub
arachnoid space.

(3) Indications for use. For demon
stration of primary or secondary tumors 
in the liver; for the delineation of the 
wall of a cystic malignant brain tumor 
when such delineation is deemed advan
tageous for purposes of progressive mon
itoring in the course of therapy.

(4) Dosage. Minimum amount neces
sary for adequate visualization should 
be utilized.

(d) A new-drug application will be 
regarded as approvable if it contains 
appropriate labeling conforming to the 
provisions of paragraph (c) of this sec
tion and satisfactory information of the 
kinds required by items 2, 3, 4, 6, 7, and 
9 of the new-drug application form con
tained in § 314.1(c) of this chapter.
(Secs. 502(f), 52 Stat. 1050 as amended; 21 
U.S.C. 352(f); Secs. 402, 406, 52 Stat. 1046, as 
amended, 1049, as amended; 21 U.S.C. 342, 
346)

§ 250.104 Status of 'salt substitutes 
under the Federal Food, Drug, and 
Cosmetic Act.

(a) As a result of reported poison
ings from salt substitutes containing 
lithium chloride^ under date of March 8, 
1949, the Food and Drug Administration 
announced that it would regard each 
salt substitute as a new drug within the 
meaning of section 201 (p) of the Federal 
Fbod, Drug, and Cosmetic Act, and that 
interstate distribution of each salt sub
stitute should be discontinued until a 
new-drug application had been filed and 
become effective. Substantial informa
tion concerning the safety of many of the 
ingredients used in salt substitutes has 
been developed and published since the 
announcement was made. It  is now pos
sible to evaluate the safety of many in
dividual salt substitutes and to determine 
whether they are new drugs requiring ef
fective applications prior to distribution 
in interstate commerce.

(b) The Food and Drug Administra
tion no longer regards all salt substitutes 
as new drugs. Upon request, the Adr 
ministration will express its opinion 
whether a new-drug application is neces
sary lo r  any particular product if com
plete information concerning its compo
sition and proposed labeling is submitted.
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§<250.105 Gelsemium-containing prep
arations regarded as prescription 
drugs.

It  is the consensus of informed medical 
opinion that the margin of safety be
tween the therapeutic and toxic concen
tration of gelsemium is narrow and it is 
difficult to predict the point at which 
the dose will be toxic. Very small doses 
may cause toxic symptoms. It  is there
fore the view of the Food and Drug Ad
ministration that gelsemium is not a 
proper ingredient in any product that 
is to be sold without prescription. Ac
cordingly, any drug containing gelsemi
um will be regarded as misbranded under 
section 503(b)(4) o f the Federal Food, 
Drug, and Cosmetic Act if  its label fails 
to bear in a prominent and conspicuous 
fashion the statement “Caution: Federal 
law prohibits dispensing without pre
scription.’*
§ 250.106 Cobalt preparations intended 

for use by man.
(a) On January 17, 1967 (21 CFR 

3.48; 32 FR 449), the Commissioner of 
Food and Drugs issued a revised state
ment of policy with respect to the status 
of cobalt-containing drug preparations 
intended for use by man, which revision 
was to be modified as needed following 
consideration of such drugs by a panel 
of hematologists. A panel consisting of 
authorities in the field of hematology 
met on March 8, 1967, with representa
tives of the Medical Advisory Board for 
the Food and Drug Administration to 
consider the status of cobait-containlnp 
drugs and the following findings end 
recommendations were made:

(1) Cobalt salts are not suitable for 
over-the-counter sale to the public for 
the treatment of iron-deficiency anemia 
They are associated with toxic effects 
and offer no advantage over iron alone.

(2) Potential toxic effects o f these 
salts includes liver damage, claudication, 
myocardial damage, thyroid hyperplasia, 
hypothyroidism, dermatitis, nausea, and 
anorexia.

(3) Cobalt salts are not generally rec
ognized as safe or effective therapy for 
any disease condition.

(b) On the basis of the available evi
dence and the findings and recommen
dations of the representatives o f the 
Medical Advisory Board, the Commis
sioner of Food and Drugs finds and de
termines with respect to cobalt-contain
ing drug preparations intended for use 
by man, except radioactive forms of 
cobalt and its salts and cobalamin and 
Its derivatives, that:

(1) Such articles, because of their 
potential for causing toxic effects, are 
not suitable for over-the-counter use in 
Iron-deficiency anemia; any such article 
that is labeled, represented, or adver
tised for over-the-counter use In the pre
vention or treatment of iron-deficiency 
anemia will be regarded as subject to 
regulatory proceedings.

(2) Such articles are not generally 
recognized by qualified experts as safe 
or effective therapeutic agents for iron-

FEDERAL REGISTER, VOL. 40, NO. 60— THURSDAY, MARCH 27, 1975



14036

deficiency anemia or for any condition 
whether for over-the-counter sale or for 
prescription dispensing; any such article 
labeled, represented, or advertised for 
any condition will be regarded as subject 
to regulatory proceedings unless such 
recommendations are covered by a new- 
drug application approved pursuant to 
section 505 of the Federal Food, Drug, 
and Cosmetic Act and based on a show
ing of safety and effectiveness.

(3) Cobalt salts added to drugs in 
small amounts are not effective for any 
purpose and should be removed.

(c) A  completed and signed “Notice of 
Claimed Investigational Exemption for 
a New Drug,”  Form FD-1571 set forth in 
§ 312.1 of this chapter, must be submitted 
to cover clinical investigations to obtain 
evidence that such preparations are safe 
and effective for any purpose.

(d) (1) For such preparations for 
which new-drug approvals are in effect, 
supplemental new-drug applications may 
be submitted if changes consistent with 
this policy statement can be effected 
thereby. I f  the composition and labeling 
of an article are such that the cobalt is 
not significant in relation to the labeling 
claims, it will be permissible for the ap
plicant to remove the cobalt salt from 
the formulation, delete all references to 
it in the labeling and resume marketing 
the reformulated drug, provided that a 
supplement is submitted within 30 days 
from the date of publication of this policy 
statement in the F e d e r a l  R e g i s t e r  fur
nishing full information regarding such 
changes, including the date on which 
such changes are being effected.

(2) Applicants holding other approved 
new-drug applications for such prepara
tions should submit, within 30 days, a 
written statement waiving opportunity 
for a hearing preliminary to withdrawing 
approval of the application unless the 
applicant wishes to avail himself of the 
opportunity for a hearing.

(e) Regulatory proceedings may be 
initiated with respect to any drug within 
the jurisdiction of the act that is con
trary to the provisions of:

(1) Paragraph (b) of this section and 
shipped after the date of publication of 
this policy statement in the F e d e r a l  
R e g i s t e r .

(2) Paragraphs (c) and (d) of this 
section and shipped after 30 days from 
the date of publication of this policy 
statement in the F e d e r a l  R e g i s t e r .
(Secs. 502 (a), '(f), ( j ) .  505, 52 Stat. 1050- 
1053, as amended; 21 U.S.C. 352 (a ),  ( f ) ,  ( j ) ,  
355)

§ 250.107 Dimethylsulfoxide (DMSO) 
preparations; clinical testing and in
vestigational use.

(a) (1) Chronic-toxicity studies with 
dimethylsulf oxide (DMSO) in animals, 
including dogs, rabbits, and swine, re
ported by a consulting laboratory in Eng
land and by a number of laboratories in 
the United States show that the admin
istration of dimethylsulfoxide (DMSO) 
causes changes in the refractive index of 
the lens of the eyes of such animals. On 
the basis of these reports, clinical testing 
of dimethylsulfoxide (DMSO) prepara-
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tions was discontinued for a time and 
later resumed under restricted conditions.

(2) An adequate, controlled human 
toxicity study (Phase I )  involving short
term cutaneous application of 1 gram of 
dimethylsulfoxide (DMSO) per kilogram 
of body weight daily for 14 consecutive 
days has recently been completed. Data 
obtained, not previously available, show 
that when dimethylsulfoxide (DMSO) 
was applied topically to the skin of 
healthy volunteers, it did not produce ad
verse effects upon the eyes of the sub
jects. Mild, apparently reversible, changes 
were seen suggesting that the drug may 
have some effect upon the liver and upon 
the hemopoietic system in some subjects.

(b) A comprehensive evaluation of 
all available data on dimethylsulfoxide 
(DMSO) preparations justifies further 
clinical investigation of the drug in 
treating certain serious conditions. Al
though reports concerning the use of 
dimethylsulfoxide (DMSO) in relatively 
benign conditions are equivocal regard
ing its efficacy, short-term clinical use 
has been established as reasonably safe 
by adequate Phase I  studies. Under ap
propriate protocols, further short-term 
clinical Investigations in the treatment 
of such benign conditions can be justi
fied.

(c) No person may ship dimethylsul
foxide (DMSO) within the jurisdiction 
of the Federal Food, Drug, and Cosmetic 
Act for clinical testing in man until a 
“Notice of Claimed Investigational Ex
emption for a New Drug,”  pursuant to 
§ 312.1 of this chapter, is on file with 
the Food and Drug Administration and 
all the following conditions are met:

(1) Proposed long-term clinical studies 
(Phase I I )  are restricted to the use of 
DMSO to cutaneous application in seri
ous conditions, such as the incapacitat
ing arthropathies, scleroderma, derma- 
tomyositis, and intractible pain due to 
malignancy, are to be conducted in 
medical centers having adequate facili
ties and well-trained, experienced medi
cal personnel, and are to include the 
following essential conditions in the 
study protocol. All subjects will receive a 
full examination including:

(1) An eye evaluation by an ophthal
mologist to include actual refractive er
ror measurements and slit-lamp findings 
as well as other parameters of the ocular 
examination prior to receiving the drug, 
at intervals not exceeding 3 months dur
ing the study and 3 months after dis
continuing the drug.

(11) Liver function tests and a com
plete blood count (CBC) prior to receiv
ing the drug, at intervals not exceeding 
4 weeks during the study and 4 weeks 
after discontinuing the drug.

(2) Proposed short-term s t u d i e s  
(Phase ID  restrict the use of dimethyl- 
sulfoxide (DMSO) to cutaneous applica
tion for not more than 14 days in closely 
monitored investigations with appropri
ate control groups, that may Include 
studies of use in such conditions as acute 
musculoskeletal conditions (acute arthri
tis. peri arthritis, capsulitis, bursitis, ten
donitis. synovitis, and post-traumatic 
lesions) and soft tissue injuries. The pro

posed studies shall provide for pretreat
ment liver function studies and a com
plete blood count (CBC), to be repeated 
within 7 days after commencing treat
ment and at the conclusion of the study. 
Routine monitoring of effects upon the 
eye is not required.

(3) All proposals must show that 
patient consent requirements will be 
carefully observed and shall include a 
commitment that patients will be fully 
informed o f : The effects of dimethylsul- 
toxide (DMSO) in animals, the possi
bility that these may occur in humans, 
and the known possible effects of the 
drug in humans.

(d) Dimethylsulfoxide (DMSO) prep
arations may be shipped within the juris
diction of the act.

(1) For tests in vitro and in laboratory 
research animals, in accord with § 312.9 
(a) and § 511.1(a) of this chapter.

(2) For clinical investigations in ani
mals in accord with § 511.1(b) of this 
chapter.
(Secs. 505, 512, 52 Stat. 1052, 1053, as 
amended; 82 Stat. 343-351; 21 TJJ3.C. 355, 
360b)

§ 250.108 Potassium permanganate 
preparations as prescription drugs.

(a ) There have been a number of re
ports in the medical literature of serious 
injuries to women resulting from the 
misuse of potassium permanganate in an 
effort to induce abortion. Reports from 
physicians who have treated such cases 
show that the injuries are commonly 
caused by introducing tablets or crystals 
of potassium permanganate into the 
vagina. Experience with these cases 
shows that such use of potassium per
manganate is not effective in producing 
abortion, but that instead the drug pro
duces serious and painful injury to the 
walls of the vagina, causing ulcers, mas
sive hemorrhage, and infection. Such 
dangerous and useless employment of 
potassium permanganate is apparently 
encouraged among the misinformed by 
the mistaken idea that the vaginal bleed
ing caused by the corrosive action of the 
drug indicates a termination of preg
nancy, which it does not.

(b) Potassium permanganate is a 
strong oxidizing agent, a highly caustic, 
tissue -destroying chemical, and a poi
son. There are no circumstances under 
which crystals and tablets of potassium 
permanganate constitute safe dosage 
forms for use in self-medication. It  is 
the consensus o f informed medical 
opinion that the only dosage forms of 
potassium permanganate known to be 
safe for use in self-medication are 
aqueous solutions containing not more 
than 0.04 percent potassium permanga
nate. Such solutions are safe for use 
in self-medication only by external ap
plication to the skin.

(c) In  view of the very real poten
tiality for harmful effect, and the actual 
Injuries caused by the misuse of potas
sium permanganate, the Food and Drug 
Administration believes that in order 
adequately to protect the public health:

(1) Potassium permanganate and po
tassium permanganate tablets intended
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for human use are drugs subject to sec
tion 503(b)(1) o f the Federal Food,. 
Drug, and-Cosmetic Act and should be 
restricted to prescription sale. Such 
drugs will be regarded as misbranded if 
at any time prior to dispensing the label 
fails to bear the legend, “ Caution: Fed
eral law prohibits dispensing without 
prescription.”

(2) Potassium permanganate labeled 
for use as a prescription component in 
human drugs under the exemption pro
vided in § 201.120 of this chapter or 
labeled for manufacturing use under the 
exemption provided in § 201.122 of this 
chapter will be regarded, as misbranded 
unless the label bears the statement, 
“Caution: Federal law prohibits dispens
ing without prescription.”

(3) These drugs will be regarded as 
misbranded when intended for veteri
nary use unless the label bears the leg
end, “Caution: Federal law restricts 
this drug to sale by or on the order o f a 
licensed veterinarian” ; Provided, how
ever, That this shall not apply to a drug 
labeled and marketed for veterinary use 
if such drug contains not more than 50 
percent of potassium permanganate and 
includes other ingredients which make it 
unsuitable fo r human use and unlikely 
that the article would be used in an at
tempt to induce abortion.

(4) Any preparation o f potassium per
manganate intended for over-the-coun
ter sale for human use internally or by 
application to any mucous membranes or 
for use in the vagina will be regarded 
as misbranded under the provisions of 
section 502(f) Cl) and (2) and section 
502(j) o f the act.

(5) Any other preparation o f potas
sium permanganate intended for over- 
the-counter sale for human use will be 
regarded as misbranded under section 
502 (f)(1 ) and (2) and section 502(j) of 
the act unless, among other things, all 
of the -following conditions are met:

(1) I t  is an aqueous solution contain
ing not more than 0.04 percent potas
sium permanganate.

(ii ) The label and labeling bear, in 
juxtaposition with adequate directions 
for use, clear yearning statements des
ignated as “ Warning,” and to the effect: 
"Warning—For external use on the skin 
only. Severe injury may result from 
use internally or as a douche. Avoid 
contact with mucous membranes.”

(d ) The labeling or dispensing o f any 
potassium permanganate preparations 
intended for drug use within the juris
diction o f the Federal Food, Drug, and 
Cosmetic Act contrary to this statement 
after 60 days from the date o f its pub
lication in the F e d e r a l  R e g i s t e r  may be 
made the subject of regulatory proceed
ings.
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(S e c s .6 0 2 (f )  ( 1 ) ,  ( 2 ) ,  ( J ) .  5 0 8 (b ) (1 ) ,7 0 6 (b ) ,  
52 S ta t . 1060, 1051, 1052, as am ended , 1057; 
21 UJ3.C. 8 5 2 (f ) ( 1 ) .  ( 2 ) ,  ( J ) ,  8 5 8 (b ) (1 ) ,  
375(b))

§ 250.109 Vitamin A preparations for 
oral use as drugs.

(a) Vitamin A is an essental nutrient 
for humans. It is widely recognized that 
large amounts of vitamin A can cause 
adverse effects, some of which are serious. 
The U.S. Recommended Daily Allowance 
(U.S. RDA) for vitamin A is 1500 Inter
national Units, (IU ) for infants, 2500 IU 
for children under 4 years of age, 5000 
IU for adults and children 4 or more years 
of age, and 8000 IU for pregnant or lac- 
tating women.

(b) In view of the toxicity of excessive 
consumption of vitamin A, the Food and 
Drug Administration finds that, in order 
to protect the public health, oral prep
arations containing vitamin A in excess 
of 10,000 IU per dosage unit or recom
mended daily intake are drugs sub
ject to section 503(b) (1) of the Federal 
Food, Drug, and Cosmetic Act and shall 
be restricted to prescription sale. Such 
products will be. regarded as misbranded 
if at any time prior to dispensing the 
following conditions are not met:

(1) The label bears the legend, “Cau
tion: Federal law prohibits dispensing 
without a prescription” ; and

(2) The labeling bears full disclosure 
information as required by § 201.100(c) 
(1) of this chapter, and especially appro
priate warnings regarding vitamin A 
toxicity.

(c) Preparations containing 10,000 or 
less IU of vitamin A per dosage unit will 
be regarded as misbranded if their recom
mended daily intake exceeds 10,000 IU.
(Secs. 502(a), ( f ) ,  and ( j ) ,  503(b), 701(a), 52 
Stat. 1050-1052, as amended, 1055; 21 U.S.C. 
352(a), ( f ) ,  and ( j ) ,  353(b), 371(a))

§ 250.110 Vitamin D preparations for 
oral use as drugs.

(a) Vitamin D is an essential nutrient 
for humans. It is widely recognized that 
vitamin D, when ingested daily in large 
amounts, is toxic. The U.S. Recommended 
Daily Allowance (U.S. RDA) for vitamin 
D is 400 International Units (IU ).

(b) In view of the toxicity.of the exces
sive consumption of vitamin D, the Food 
and Drug Administration finds that, in 
order to protect the public health, oral 
preparations containing vitamin D in ex
cess of 400 IU per dosage unit or recom
mended daily intake are drugs subject to 
section 503(b)(1) of the Federal Food, 
Drug, and Cosmetic Act and shall be re
stricted to prescription sale. Such prod
ucts will be regarded as misbranded if at 
anytime prior to dispensing the following 
conditions are not met:

(1) The label bears the legend, “Cau
tion: Federal law prohibits dispensing 
without a prescription” ; and
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(2) The labeling bears full disclosure 
information as required by § 201.100(c) 
(i) of this chapter, and especially appro
priate warnings regarding vitamin D 
toxicity.

(c) Preparations containing 400 or less 
IU of vitamin D per dosage unit will be 
regarded as misbranded if their recom
mended daily intake exceeds 400 IU.

(d) Foods which are represented for 
use solely under medical supervision to 
meet nutritional requirements of persons 
with poor vitamin D absorption may con
tain vitamin D not in excess of 1000 IU 
per dosage unit or recommended daily 
intake.
(Secs. 502(a), ( f ) ,  and ( j ) ,  503(b), 701(a), 52 
Stat. 1050-1052, as amended, 1055; 21 U.S.C. 
352(a), ( f ) ,  and ( j ) ,  353(b), 371(a))

Subpart C— Requirements for Drugs and 
Foods

§ 250.201 Preparations for the treat
ment of pernicious anemia.

(a ) The ninth announcement o f the 
Anti-anemia Preparations Advisory 
Board o f the United States Pharmaco
peia is concerned with the status o f the 
treatment o f pernicious anemia. It  
clearly presents the following facts:

(1) The Sixteenth Revision o f the 
Pharmacopeia o f the United States, 
which became official on October 1,1960, 
does not include preparations intended 
for the treatment o f pernicious anemia 
by oral administration.

(2) The U.S.P. unit fo r anti-anemia 
preparations no longer has any signifi
cance.

<3) The U.S.P. Anti-anemia Prepara
tions Advisory Board was disbanded.

(b) On the basis o f the scientific evi
dence and conclusions summarized in the 
statement o f the U.S.P. Anti-anemia 
Preparations Advisory Board as well 
as pertinent information from  other 
sources, the Commissioner o f Food and 
Drugs finds it  is the consensus o f well 
informed medical opinion that:

(1) The parenteral administration of 
cyanocobalamin or vitamin Bu is gen
erally recognized as a fully effective 
treatment o f pernicious anemia. Paren
teral cyanocobalamin preparations have 
not been and are not authorized fo r use 
except by or on the prescription of a 
duly licensed medical practitioner.

(2) Some patients afflicted with per
nicious anemia do not respond to orally 
ingested products. There is no known 
way to predict which patients will fail 
to respond or will cease to respond to 
the treatment o f pernicious anemia with 
orally ingested preparations.

(3) The substitution o f a possibly in
adequate treatment, such as the ingestion 
o f oral preparations o f vitamin Bu with 
intrinsic factor concentrate, in place o f 
parenteral vitamin Bu products for a dis
ease condition as serious as pernicious
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anemia cannot be regarded as safe in all 
cases.

(4) The development of the classical 
symptoms of pernicious anemia that 
would cause a person to seek medical 
attention may in some cases be delayed 
by oral ingestion of intrinsic factor. 
Pernicious anemia is a disease that is 
associated, among other things, with a 
higher than normal incidence of cancer 
of the stomach and that for the safety 
of the patient, requires continuous expert 
medical supervision.

(5) With inadequate treatment there 
may be markedly deleterious effects on 
the nervous system. It  is well estab
lished that whereas the development of 
anemia is completely reversible with 
adequate treatment, the involvement of 
the nervous system may not be com
pletely reversible and thus may result in 
permanent damage.

(6) Some hematologists prescribe oral 
preparations of vitamin Bn in the treat
ment of pernicious-anemia patients.

(7) Intrinsic factor and intrinsic fac
tor concentrate serve no known useful 
therapeutic or nutritive purpose except 
to the extent that they do increase the 
gastrointestinal absorption of vitamin 
Bn in patients with a deficiency or ab
sence of intrinsic factor, which may 
eventually lead to pernicious anemia. 
This conclusion does not apply to diag
nostic procedures using radioactive 
cyanocobalamin.

(8) Medical expertise is required for 
the diagnosis as well as the management 
of pernicious anemia.

(c) The Eleventh Edition of The 
National Formulary and its first Interim 
Revision include monographs for oral 
preparations of vitamin Bia with intrinsic 
factor concentrate, establish a unit of 
vitamin Bia with intrinsic factor con
centrate, and provide for a National 
Formulary Anti-anemia Preparations 
Advisory Board to assign the potency of 
such preparations. This provides for the 
availability of such oral preparations, 
standardized within the meaning of the 
broad limits characteristic of the evalu
ation of such preparations.

(d ) Any drug that is offered for or 
purports to contain intrinsic factor or 
intrinsic factor concentrate will be 
regarded as misbranded within the 
meaning of section 503(b) of the Fed
eral Food, Drug, and Cosmetic Act unless 
it is labeled with the legend “Caution— 
Federal law prohibits dispensing without 
prescription.”
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(e) Any drug for oral ingestion In
tended, represented, or advertised for 
the prevention or treatment of perni
cious anemia or which purports to con
tain any substance or mixture of sub
stances described in paragraph (d ) of 
this section (other than diagnostic 
drugs containing radioactive cyanocobal
amin) will be regarded as misbranded 
under sections 502 ( f )  (2) and ( j )  of the 
act unless its labeling bears a statement 
to the effect that some patients afflicted 
with pernicious anemia may not respond 
to the orally ingested product and that 
there is no known way to predict which 
patients will respond or which patients 
may cease to respond to the orally in
gested products. The labeling shall also 
bear a statement that periodic exam
inations and laboratory studies of per
nicious-anemia patients are essential 
and recommended.

(f )  Under section 409 of the Federal 
Food, Drug, and Cosmetic Act, Intrinsic 
factor and Intrinsic factor concentrate 
are regarded as food additives. No food 
additive regulation nor existing exten
sion of the effective date of section 409 
of the act authorizes these additives in 
foods, including foods for special dietary 
uses. Any food containing added in
trinsic factor or intrinsic factor con
centrate will be regarded as adulter
ated within the meaning of section 
402(a)(2 )(C ) of the act.

(g) Regulatory action may be ini
tiated with respect to any article shipped 
within the jurisdiction of the act con
trary to the provisions of this policy 
statement after the 180th day following 
publication of this statement in the 
F ederal R egister .
(Secs. 402. 502, 503. 62 Stat. 1051, 1052 as 
amended; 65 Stat. 648, 72 Stat. 1784; 21 
U.S.C. 342, 352, 353)

§ 250.203 Status of fluoridated water 
and foods prepared with fluoridated 
water.

(a) The program for fluoridation of 
public water supplies recommended by 
the Department of Health, Education, 
and Welfare, through the Public Health 
Service, contemplates the controlled ad
dition of fluorine at a level optimum for 
the prevention of dental carles.

(b) Public water supplies do not ordi
narily come under the provisions of the 
Federal Food, Drug, and Cosmetic Act. 
Nevertheless, a substantial number of 
inquiries have been received concerning

the status of such water under the provi
sions of the act and the status, in 
interstate commerce, of commercially 
prepared foods in which fluoridated 
water has been used.

(c) The Department of Health, Edu
cation, and Welfare will regard water 
supplies containing fluorine, within the 
limitations recommended by the Public 
Health Service, as not actionable under 
the Federal Food, Drug, and Cosmetic 
Act. Similarly, commercially prepared 
foods within the jurisdiction of the act, 
in which a fluoridated water supply has 
been used in the processing operation, 
will not be regarded as actionable under 
the Federal law because of the fiourine 
content of the water so used, unless the 
process involves a significant concentra
tion of fluorine from the water. In the 
latter instance the facts with respect to 
the particular case will be controlling.

Subpart D— Requirements for Drugs and 
Cosmetics

§ 250.250 Hexachlorophene, as a com
ponent of drug and cosmetic prod
ucts.

(a ) Antibacterial component. The 
use of hexachlorophene as an antibac
terial component in drug and cosmetic 
products has expanded widely in recent 
years. It  is used in such products because 
of its bacteriostatic action against gram
positive organisms, especially against 
strains of staphylococcus; however, 
hexachlorophene offers no protection 
against gram-negative infections. In ad
dition the antibacterial activity depends 
largely on repeated use. A notice pub
lished in the F e d e r a l  R e g is t e r  of April 4, 
1972 (37 FR 6775), invited data on OTC 
antimicrobial ingredients, including 
hexachlorophene, for review by an OTC 
Drug Advisory Review Panel to be con
vened under the procedures set forth in 
the F e d e r a l  R e g is t e r  of May 11, 1972  
(37 FR 9464). This statement of policy 
will remain in effect unless and until 
replaced by a monograph resulting from 
the OTC Drug Advisory Review Panel.

(b) Adverse effects. Though considered 
safe for many years, recent information 
has become available associating hexa- 
chlorophene with toxic effects, including 
deaths. Studies have shown that toxic 
amounts of hexachlorophene can be ab
sorbed through the skin of humans, es
pecially the skin of premature babies or 
damaged skin. Human toxicity reports 
include data on symptomatology, blood
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and tissue levels of hexachlorophene, and 
descriptions of neuropathologic lesions. 
Recent infant deaths due to use of baby 
powder accidentally contaminated with 
6 percent hexachlorophene have oc
curred. The accumulated evidence of 
toxicity is sufficient to require that con
tinued marketing of hexachlorophene 
containing products be carefully defined 
in order to protect consumers.

(c) Prescription drugs. (1) Because of 
their potential for harmful effect, drugs 
containing hexachlorophene, other than 
as a preservative as described below, are 
not considered to have been shown to be 
safe and effective, are regarded as new 
drugs requiring approved new drug ap
plications, and would be misbranded for 
over-the-counter distribution. In the in
terest of public health protection, hexa
chlorophene containing drugs will be re
garded as misbranded and subject to 
regulatory proceedings unless the label 
bears the legend “Caution: Federal 
law prohibits dispensing without a pre
scription,*' and the labeling on or within 
the package from which the drug is to 
be dispensed bears adequate information 
for its safe and effective use by prac
titioners, in accord with § 201.100(c) of 
this chapter.

(2) The Food and Drug Administra
tion recognizes that hexachlorophene is 
useful as a bacteriostatic skin cleanser. 
It  further concludes that the margin of 
safety is such that products containing 
hexachlorophene may appropriately be 
used within clearly delineated conditions 
of use.

(3) In order for such drugs to bear 
adequate information for safe and ef
fective use the following statements are 
representative of the type of labeling for 
products shown to be effective bacterio
static skin cleansers. Labeling for prod
ucts other than bacteriostatic skin 
Cleansers will be determined through the 
new drug procedures based on the avail
able data.

(i) In the labeling other than on the 
immediate container label.

I ndications

1. Bacteriostatic skin cleanser for surgical 
scrubbing or handwashing as part of patient 
care.

2. For topical application to control an 
outbreak of gram-positive Infection where 
other infection control procedures have been 
unsuccessful. Use only as long as necessary 
for infection control.

Contraindications

1. Not for use on burned or denuded «Mn 
or on mucous membranes.

2. Not for routine prophylactic total body 
bathing.

W arnings

Rinse thoroughly after use. Patients 
should be closely monitored and use should 
be immediately discontinued at the first 
sign of any of the symptoms described below.

Hexachlorophene is rapidly absorbed and 
may produce toxic blood levels when applied 
to skin lesions such as ichthyosis congenita 
or the dermatitis of Letterer-Siwe’s syn
drome or other generalized dermatologic con
ditions. Application to burns has also pro
duced neurotoxicity and death.

Infants have developed dermatitis, irri
tability, generalized clonic muscular contrac-
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tions and decerebrate rigidity following 
application of a 6 percent hexachlorophene 
powder. Examination of brainstems of those 
infants revealed vacuolization like that which 
can be produced in newborn experimental 
animals following repeated topical applica
tion of 3 percent hexachlorophene. Moreover, 
a study of histologic sections of premature 
infants who died of unrelated causes has 
shown a positive correlation between hexa
chlorophene baths and lesions in white mat
ter of brains.

(ii) On the immediate container label 
prominently displayed and in bold print:

“Special Warning: This compound may be 
toxic if used other than as directed. Rinse 
thoroughly after use. Monitor patients closely 
for toxicity syinptoms.”

(4) Marketing of products for the in
dications listed in paragraph (c) (3) of 
this section may be continued if all the 
following conditions are met after the 
effectve date of this section (9-27-72):

(i) The product is labeled with the 
prescription legend and adequate infor
mation for safe and effective use as set 
forth in paragraph (c) (3) of this sec
tion.

(ii) Within 30 days, or by (10-27-72) 
the holder of an approved new drug ap
plication submits a supplement to pro
vide for the revised label and full dis
closure labeling. As the label and labeling 
will have been put into use, the supple
ment should be submitted under the pro
vision of § 314.8(d) of this chapter.

(hi) Within 30 days, or by (10-27-72) 
the holder of an approved new drug ap
plication submits a supplement to pro
vide for a revised formulation where 
appropriate to comply with this order.

(iv) Within 90 days, or by (12-26-72) 
the holder of an approved new drug ap
plication submits a supplement contain
ing blood level data obtained from use 
of the drug as recommended, unless such 
information is a part of the new drug 
application file.

(v ) Within 90 days, or by (12-26-72), 
the manufacturer or distributor of such 
a drug for which a new drug approval is 
not in effect submits a new drug appli
cation in accord with § 314.1 of the new 
drug regulations (21 CFR 314.1), includ
ing blood level data obtained from use of 
the drug as recommended.

(5) Prescription drug products may 
contain hexachlorophene as part o f an 
effective preservative system only under 
the conditions and limitations provided 
for under paragraph (d) of this section.

(d) Over-the-counter (OTC) drugs. 
Over-the-counter drug products, other 
than those which in normal use may be 
applied to mucous membranes or which 
are intended to be used on mucous mem
branes, may contain hexachlorophene 
only as part of an effective preservative 
system, at a level that is no higher than 
necessary to achieve the intended pre
servative function, and in no event 
higher than 0.1 percent. Such use of 
hexachlorophene shall be limited to situ
ations where an alternative preservative 
has not yet been shown to be as effective 
or where adequate integrity and stability 
data for the reformulated product are 
not yet available. This use of hexachloro
phene will not, by itself, require an ap-
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proved new drug application. Use of 
hexachlorophene as a preservative at a 
level higher than 0.1 percent is regarded 
as a new drug use requiring an approved 
new drug application, which must be 
submitted within the time set out in 
paragraph (c) (4) of this section.

(e) Cosmetics. Hexachlorophene may 
be used as a preservative in cosmetic 
products other than those which in 
normal use may be applied to mucous 
membranes or which are intended to be 
used on mucous membranes, at a level 
that is no higher than necessary to 
achieve the intended preservative func
tion, and in no event higher than 0.1 
percent. Such use of hexachlorophene 
shall be limited to situations where an 
alternative preservative has not yet been 
shown to be as effective or where ade
quate integrity and stability data for the 
reformulated product are not yet avail
able. The component of a preservative 
system, whether hexachlorophene or 
other antimicrobial agent, should be 
selected on the basis of the effect on the 
total microbial ecology of the product, 
not merely on gram-positive bacteria.

(1) Adequate safety data do not pres
ently exist to justify wider use of hexa
chlorophene in cosmetics.

(2) Antibacterial, ingredients used as 
substitutes for hexachlorophene in cos
metic products, and finished cosmetic 
products containing such ingredients, 
shall be adequately tested for safety 
prior to marketing. Any such ingredient 
or product whose safety is not adequately 
substantiated prior to marketing may be 
adulterated and will in any event be 
deemed misbranded unless it contains a 
conspicuous front panel statement that 
the product has not been adequately 
tested for safety and may be hazardous.

(f )  Content statement. All reference 
to hexachlorophene limit in this order 
is on a weight-in-weight (w/w) basis. 
Quantitative declaration of hexachloro
phene content on the labeling of the 
products, where required, shall be on a 
w/w basis.

(g) Shipments of products. Shipments 
of products falling within the scope of 
paragraph (c ) , (d ) , or (e) of this section 
which are not in compliance with the 
guidelines stated herein shall be the 
subject of regulatory proceedings after 
the effective date of the final order.

(h) Prior notices. This order preempts 
any conditions for marketing products 
set forth in the following prior notices.

1. DESI No. 4749 (34 FR 15389, October 2,
1969) , “Certain OTC Drugs for Topical Use.”

2. DESI No. 2855 (35 FR 12423, August 4,
1970) , "Certain Mouthwash and Gargle Prep
arations.”

3. DESI No. 8940 (36 FR 14510, August 6,
1971) , “Topical Cream Containing Pyrlla- 
mlne Maleate, Benzocalne, Hexachlorophene, 
and Cetrimonlum Bromide.”

4. DESI No. 6615 (36 FR 18022, Septem
ber 8.1971), “Deodorant/Antipersplrant.”

5. DESI No. 6270 (36 FR 23330, Decem
ber 8, 1971), “Certain Preparations Contain
ing Hexachlorophene”.
(Secs. 201 (n ), 502 (a ), ( f ) ,  (J), 508(b), 505, 
601(a). 602 (a ),  (c ), 701(a), 52 Stat. 1041, 
1050-55 as amended; 21 UJ3.C. 321 (n ),  352 
(a ),  ( f ) .  (J), 353(b), 355, 361(a), 362 (a ),  
(c ), 371(a))
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Subpart E— Special Packaging 

Requirements
§ 250.300 Nitroglycerin for human use; 

packaging and warnings.
(a) Nitroglycerin preparations have 

long been used under medical supervision 
for the management of angina pectoris. 
The volatility of nitroglycerin has been 
recognized for many years, and conse
quently packaging requirements for 
preparations containing this drug pro
vide for storage in tight containers. 
When glass containers were used al
most exclusively this limited packaging 
requirement was probably adequate, even 
though no provisions were made to in
form the user that his filled prescription 
should be kept in a tight container. The 
recent trend toward packaging contain
ers made of materials other than glass 
presents new problems because of the 
different properties of such materials. 
Recent Information, including labora
tory data, available to the Food and Drug 
Administration indicates that improper 
packaging of the drug either before or 
after dispensing to the patient will likely 
result in a substantial loss of nitroglyc
erin. The Food and Drug Administra
tion’s studies indicate that commonly 
used plastic containers and certain kinds 
of strip packaging allow appreciable 
evaporation of nitroglycerin from nitro
glycerin tablets.

(b) The Commissioner views these 
findings as raising serious questions con
cerning the packaging practices for 
nitroglycerin preparations and their re
lationship to the potency characteristics 
of the drug at the time of dispensing and 
use by the patient. Stability studies with 
containers other than glass are needed 
before reasonable assurance can be made 
that packaging and storage in these con
tainers does not contribute to the loss 
of nitroglycerin in any dosage form.

(c) The following packaging and 
labeling is required for preparations con
taining nitroglycerin:

(1) Preparations containing nitro
glycerin shall be packaged in tight (as 
defined in the United States Pharmaco
peia) glass containers with tightly fitting 
metal screw caps or in containers of 
materials approved by the Food and 
Drug Administration. No more than 100 
dosage units shall be packaged in any 
such container.

(2) In addition to other required 
labeling information, the following shall 
be displayed on the container in a 
prominent and conspicious manner:

(i) A. statement directed to the 
pharmacist that the drug should be 
stored at controlled room temperature 
(as defined in the United States Phar
macopeia) and dispensed only in the 
original, unopened container.

(ii) A  warning statement to the pa
tient as follows: “Warning. To prevent 
loss of potency, keep these tablets in the 
original container. Close tightly immedi
ately after each use.”

(d) The holder of an approved new 
drug application for a nitroglycerin 
preparation should either submit a sup
plement to his new-drug application 
under the provisions of § 314.8(d) of this
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chapter to provide for use of glass con
tainers and labeling as described in this 
section or submit data or reference to 
data adequate to show that such changes 
are not necessary. The labeling and 
packaging requirements of this section 
must be met unless an approved supple
ment to a new-drug application provides 
for alternate packaging methods.

(e) For containers other than glass, 
approval must be obtained from the Food 
and Drug Administration on the basis of 
data submitted by interested persons 
establishing its suitability for packaging 
of nitroglycerin. Upon review and ap
proval of alternate packaging this sec
tion will be amended to provide for such 
packaging. The data should be submitted 
to the Division of Cardiopulmonary 
Renal Drug Products (BD-110), Bureau 
of Drugs, Food and Drug Administration, 
5600 Fishers Lane, Rockville, MD 20852. 
Such data should be accompanied with 
a request that an exemption be made as 
provided for in this paragraph. Until ap
proval for containers other than glass is 
given by the Food and Drug Adminis
tration, such alternate containers are 
not considered suitable for the packag
ing of nitroglycerin preparations.

(f )  Any nitroglycerin drug prepara
tion which is shipped or dispensed within 
the jurisdiction of the act and contrary 
to the provisions of this section after its 
effective date will be the subject of regu
latory proceedings.
(Secs. 501, 502, 505, 52 Stat. 1049-53 as 
amended, 1056 as amended by 70 Stat. 919 
and 72 Stat. 948; 21 U.S.C. 351, 352, 355)

PART 290— CONTROLLED DRUGS
Subpart A— General Provisions

Sec.
290.5 ' Drugs; statement, of required

warning.
290.6 Spanish-language version of required

warning.
290.10 Definition of emergency situation.

Subpart B [Reserved]
Subpart C— Requirements for Specific Controlled 

Drugs
290.35 Methadone in the maintenance treat

ment of narcotic addicts.
Au t h o r it y : Sec. 701, 52 Stat. 1055-1056 as 

amended; 21 U.S.C. 371, unless otherwise 
noted.

Subpart A— General Provisions
§ 290.5 Drugs; statement of required 

warning.
The label of any drug listed as a “con

trolled substance” in schedule II, m, 
or IV  of the Federal Controlled Sub
stances Act shall, when dispensed to or 
for a patient, contain the following 
warning: “Caution: Federal law pro
hibits the transfer of this drug to any 
person other than the patient for whom 
it was prescribed.” This statement is not 
required to appear on the label of a 
controlled substance dispensed for use 
in clinical investigations which are 
“ blind.”
§ 290.6 Spanish-language version of re

quired warning.
By direction of section 305(c) of 

the Federal Controlled Substances Act,

§ 290.5, promulgated under section 
503(b) o f the Federal Food, Drug, and 
Cosmetic Act, requires the following 
warning on the label of certain drugs 
when dispensed to or for a patient: 
“Caution: Federal law prohibits the 
transfer of this drug to any person other 
than the patient for whom it was pre
scribed.”  The Spanish version of this is: 
“Precaución: La ley Federal prohibe el 
transferir de esta droga a otra persona 
que no sea el paciente para quien fue 
recetada.”
(8ecs. 502, 608; 53 S tat. 854, 65 S tat. 648; 
21 U.S.C. 352, 353)

§ 290.10 Definition of emergency situa
tion.

For the purposes of authorizing an 
oral prescription of a controlled sub
stance listed in schedule n of the Fed
eral Controlled Substances Act, the term 
“emergency situation” means those sit
uations in which the prescribing prac
titioner determines:

(a ) That immediate administration of 
the controlled substance is necessary, for 
proper treatment of the Intended ulti
mate user; and

(b) That no appropriate alternative 
treatment is available, including admin
istration of a drug which is not a con
trolled substance under schedule n of 
the Act, and

(c) That it is not reasonably possible 
for the prescribing practitioner to pro
vide a written prescription to be pre
sented to the person dispensing the 
substance, prior to the dispensing.

Subpart B— [Reserved]
Subpart C— Requirements for Specific 

Controlled Drugs
§ 290.35 Methadone in the maintenance 

treatment of narcotic addicts.
(a) The Food and Drug Administra

tion and the Drug Enforcement Ad
ministration recognize that the in
vestigational use of methadone requiring 
the prolonged maintenance of narcotic 
dependence as part of a total treatment 
effort has shown promise in the manage
ment and rehabilitation of selected nar
cotic addicts. It  is also recognized that a 
number of dangers and possible abuses 
may arise from such efforts if profes
sional services and controls are inade
quately applied. It  is further felt that 
additional research is urgently needed 
so that data may be accumulated which 
will permit sound determinations of 
safety, efficacy, and necessary procedural 
safeguards.

(b) Therefore, the Commissioner of 
Food and Drugs and the Director of the 
Drug Enforcement Administration, De
partment of Justice agree that interested 
professionals, municipalities, and organi
zations should be allowed to conduct fur
ther research in this area within a frame
work of adequate controls designed to 
protect the individual patients and the 
community. To facilitate this purpose, 
the Food and Drug Administration and 
the Drug Enforcement Administration, 
Department of Justice have jointly 
agreed upon acceptable criteria and 
guidelines which are set forth in pro-
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posed 21 CFR 1319.505. In addition such 
other provisions of the Federal narcotic 
laws and regulations as are applicable 
must also be observed.
(Sec. 505. 52 Stat. 1052-53, as amended; 21
U.S.C. 355)

PART 299— DRUGS; OFFICIAL NAMES 
AND ESTABLISHED NAMES 
Subpart A— General Provisions

Sec.
299.3 Definitions and interpretations.
299.4 Established names for drugs.
299.5 Drugs; compendial name.

Subpart B— Designated Names 
299.20 Drugs; official names.

Au th o r ity  : Secs. 508, 701 ( a ) , 52 Stat. 1055, 
76 Stat. 1789; 21 U.S.O. 358, 371(a), unless 
otherwise noted.

Subpart A— General Provisions
§ 299.3 Definitions and interpretations.

(a) As used in this Part 299, “ act” 
means the Federal Food, Drug, and Cos
metic Act, sections 201-902, 52 Stat. 1040 
(21 U.S.C. 321-392), with all amend
ments thereto.

(to) The definitions and interpreta
tions contained in section 201 o f the act 
shall be applicable to such terms when 
used in this Part 299.

(c) The term “official name” means, 
with respect to a drug or ingredient 
thereof, the name designated in this Part 
299 under section 508 of the act as the 
official name.
§ 299.4 Established names for drugs.

(a ) Section 508 of the Federal Food, 
Drug, and Cosmetic Act (added by the 
Kefauver-Harris Drug Amendments of 
1962; Public Law 87-781) authorizes the 
Commissioner of Food and Drugs to 
designate an official name for any drug 
if he determines that such actioir is nec
essary or desirable in the interest of 
usefulness and simplicity. Section 502(e) 
of the act (as amended by said Drug 
Amendments) prescribes that the label
ing o f a drug must bear its established 
name, i f  there is one, to the exclusion of 
any other nonproprietary name (except 
the applicable systematic chemical name 
or the chemical formula) and, if the 
drug is fabricated from two or more in
gredients, the established name of each 
active ingredient.

(b) The term “ established name” is 
defined in section 502(e) (2) of the act 
as (1) an official name designated pur
suant to section 508 of the act; (2) if  no 
such official name has been designated 
for the drug and the drug is an article 
recognized in an official compendium, 
then the official title thereto! in such 
compendium; and (3) if neither para
graph (b) (1) nor (2) of this section 
applies, then the commoner usual name 
of the drug.

(c) The Food and Drug Administra
tion recognizes the skill and experience 
of the U.S. Adopted Names Council 
(USAN) in deriving names for drugs. 
The U.S. Adopted Names Council is a 
private organization sponsored by the 
American Medical Association, the 
United States Pharmacopeia, and the

American Pharmaceutical Association, 
and has been engaged in the assignment 
of names to drugs since January 1964. 
The Council negotiates with manufac
turing firms in the selection of nonpro
prietary names for drugs.

(d) The Food and Drug Administra
tion cooperates with and is represented 
on the USAN Council. In addition, the 
Food and Drug Administration is in 
agreement with the “Guiding Principles 
for Coining U.S. Adopted Names for 
Drugs,” published in New Drugs Evalu
ated by AJM.A. Council on Drugs, 1967 
edition, pages 556-561, and in U.S. 
Adopted Names (USAN), Cumulative 
List, number 5,1961-1966, pages 100-105.2 
All applicants for new-drug applications 
and sponsors for “ Notice of Claimed In
vestigational Exemption for a New 
Drug” (IND's) are encouraged to con
tact the USAN Council for assistance in 
selection of a simple and useful name 
for a new chemical entity. Approval of 
a new-drug application providing for the 
use of a new drug substance or a new 
antibiotic drug may be delayed if a simple 
and useful nonproprietary name does 
not exist for the substance and if one 
is not proposed in the application that 
meets the above-cited guidelines. Prior 
use of a name in the medical literature

? Copies may be obtained from: U.S. Phar
macopeia! Convention, Inc., 12601 Twinbrook 
Parkway, Rockville, MD 20852.

or otherwise will not commit the Food 
and Drug Administration to adopting 
such terminology as official.
(Secs. 502(e), 508, 52 Stat. 1050, as amended, 
76 Stat. 789, 790, 21 U.S.C. 352(e), 358)

§ 299.5 Drugs; compendial name.
(a) The name by which a drug is des

ignated shall be clearly distinguishing 
and differentiating from any name rec
ognized in an official compendium unless 
such drug complies in identity with the 
identity prescribed in an official com
pendium under such recognized name.

(b) The term “drug defined in an 
official compendium” means a drug hav
ing the identity prescribed for a drug in 
an official compendium.

(c) A statement that a drug defined 
in an official compendium differs in 
strength, quality, or purity from the 
standard of strength, quality, or purity 
set forth for such drug in an official 
compendium shall show all the respects 
in which such drug so differs, and the 
extent of each such difference.
(Sec. 501, 52 Stat. 1050, as amended; 21 
U.S.C. 351)

Subpart B— Designated Names
§ 299.20 Drugs; official names.

The following are designated official 
under section 508 of the act and are 
“established” names within the meaning 
of section 502(e) of the act:

Official name

Aceclldine____
Acedapsone__
Acetylcysteine.
Acrisorcin____
Aoronine_____

Adenosine____
Adiphenine___

Aklomide.____
Alamecln_____

Alcuronium...
Alexidine_____
Algestone_____
Allobarbital___
Allopurinol___

Alprenolol____
AmbuphylUne 
Ambuside____

Amiloride____
Aminacrine___
Amphomycin.. 
Ampicillin____

Amquinate___
Anisotropine... 
Apazone______

Aprotinin.......

Aranotin___ _

Arginine______
Artegraft........

Atolide..........
Azaperone.___

Azaribine_____

Azaserine_____
Azathioprine.. 
Bamethan.„.. 
Benazoline__ _

Bendazac_____

Chemical name or description

3-Quinuclidinol acetate (ester); 3-acetoxyquinuclidlne.................
4' ,4'"-Sulfony Ibis [acetanilide]...... ............. ................. .......... ....... .
W-Acetyl-n-cysteine.; __________ ______ __________________________
9-Aminoacridine, salt with 4-hexylresorcindl..... ..............................
3,12-Dihydro-6-metboxy-3,3,12-trimetbyl-7 /i-pyrano[2,3-c]acridin- 

7-one.
6-Amino-9-0-»-ribofuranosyl-9.H-purine_________________ _______ ___
2-(Diethylamino)ethyl dlphenylacetate.......................... .................

2-Chloro-4-nitrobenzamide________ _____ _______ ____ _______ _____
An antibiotic substance derived from Trichaiderma abide Pert, ex 

fries.
N ,N ’-D  iallylnortoxiferinium; diallyibisnortoxiferin...... ...................
l,l'-Hexamethylenebis[6-(2-ethylhexyl)biguanide].._________ ______
16a,17-Dihydroxypregn-4-ene-3,20-dione________________ —..............
5,5-Diallylbarbituhc add......... ........................ ............................ .
LH,-Pyrazolo[3,4-d]pyrimidin-4-ol; 4-hydroxypyrazolo (3,4-d)-pyrimi

dine.
1- (o-Allylphenoxy)-3-(isopropylamino)-2-propanol-......... .
Theophylline, compound with 2-amino-2-methyl-l-propanol_...........
NkAilyl-4-chloro-6d(3-hydroxy-2-butenylidene)amino]-ro-benzenedi-

sulfonamide; 2-allylsulfamyl-5-chloro-4-sulfamyl-Ar-(3-hydroxy-2- 
buteneylidene) aniline. -

lV-Amidino-3,5-d iamino-6-cbloropyrazinecarboxainide . . . ________
9-Aminoacridine........................................................... .................
A  substance produced by Slreptomycet canus. 
6-(D-2-Amino-2-phenylacetamido)-3,3-dimethyl-7-oxo-4-thia-l- 

azabicyclo-[3.2.0]heptane-2-carboxylic acid.
Methyl 7-(diethylamino)-4-hydroxyi6-propyl-3-quinolinecarboxylate. 
Tropine 2-propyl valerate.................................................. ...........
5- (Dimethy lamino) -9-methy 1-2-propyl -lH-pyrazolo[l ,2-a] [1,2,4] 

benzotriazine-l,3(2H) -dione.
Arg-Pro-Asp (tentative)-Phe-HCys-Leu-Glu (tentative)-Pro-Pro- 

Tyr-Thr-Gly-Pro-HCys-Lys-Ala-Arg-Ileu-Ileu-Arg-Tyr-Phe-' 
Tyr-AspN-Ala-Lys-Ala-Gly-Leu-HCys-GluN-Thr-Phe-Val- 
Tyr-Gly-Gly-HCys-Arg-Ala-Lys-Arc-AspN-AspN-Phe-Lys-Ser- 
Ala-Glu-AspN-HCys-Met-Arg-Thr-HCys-Gly-Gly-Ala. 

6,5a,13,13a-Tetrahydro-6,13-dihydroxy-8H,16H-7a,15a-epidithio- 
7H,15H-bisoxepino[3',4,:4,5]pyrrolo[l,2-o:l',2'-<i[pyrazine-7,15- 
dione-5-acetate. ~t . -

£(-(-)-Arginine_____________________________________ ________ _____
Arterial graft composed of a section of bovine caroitd artery that 

has been subjected to enzymatic digestion with ficin and tanned 
with dialdehyde starch.

2- Amino-4'-(diethylamino)-o-benzotoluidide...________ _________ .. .
4' Fluoro-4-[4-(2-pyridyl)-5-piperazinyl]butyrophenone; l[3-(4-fluoro-

benzoyl) -propyi]-4-(2-pyridyl) piperzaine. 
2./i-D-Ribofuranosyl-as-triazine-?,5(2Ji,4H)-dione-2'.3',5'-triacetate;

(2'  ,3' ,5'-triacetyl) -2-j9-D-ribofuranosyl-a*-triazine-(2ii, 4H) -dione. 
Serine diazoacetate (ester).................................................. .......... .
6- U-Methyl-4-nitromidazol-5-yl)thio]purine................ ......................
a-T(Butylamino)methyl]-p-hydroxybenzyl alcohol...........................
2-[(2-Methylbenzo[6]thien-3-yl)methyl]-2-imidazoline; 2-metbyl-3-

(-A2-imidazolinylmethyl)benzo[61thiophene. 
[(l-Benzyl-lii-indazol-3-yl)oxy]acetic acid_________________________

Molecular formula

CjH ijNO j
CiiHiiNíOíS 
CjH íNO iS 
CiiHioN iCiiHuO 
C2oHltN O 3

CioH jjN iO« 
CmHuNO) 

or CîsHîsNaOj 
CtH sCINsO»

CuHsoNíCh
CmHmN io
CnHjoOj
CiíHuNjOj
C»H«N«0

CijHjjNOj
CïH iN iOj.CîH iiNO
CuUiiCINaOgSi

CiHaClNjO
CjjH ioN j

C11H 19N 3O4S

C iiH mN iOs
CwH mNOj
CmHjoNíOj

CjoH uN jOjSi

CaHuNiOa

C18H 23N 3O 
Cigli 22FN 3O

CnHuNjOi

CiHjNäO«
C9H 7N 7O2S
CiîHuNOj
C ijH hN jS

CwHiiNjOä
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Official name Chemical name or description Molecular formula

Bensalan..... ................
Benzetimide... ...........
Benzoct amine.............
Benzoxiquine.............
Betahistine.......- .........
Bi alami col............ .....
Bisobrin___.. ..^ ........

Bisoxatin........... .......
Boi denone... ....... .......
BolenoL....................
Boxidlne_________.. . .
Bromazepam..............
Bromelains.............. .

Bromhexine__________
Buclizine....................
Bucrylate____________
Bunolol_________ ____

Butalbltal...................
Butaperazine.. .  ..........

Buthiazlde........... .

Calcitonin... ...............

Calcium carbaspirin... 
Candicidln_______.. . .

Canrenone............

Capreomycin...
Captamine......
Carbadox.........
Carbamazepine.
Carbenlcillin...

Carbocloral______
Carbomer..........
Carphenazine___

Casanthranol____

Cellaburate______
Cellulase_________

Cephalexin___ . . .

Cephaloglycin____

Cephaloridine____

Cephalothin........ .

Cetalkonium_____
Cetophenicol_____

Chlophedianol____
Chlordantoin_____
Chlorhexidine____
Chlorindanol_____
Chlormadinone__

Chlorphenesin____
Cblorphentermine. 
Chlorpro thixene...
C hlor thalido ne___
C ingés toi_________
Cinnamedrine____

Cinnarizine______
C inox ate._________
Cinperene..______

3.5- Dibromo-IV-(p-bromobenzyl) salicylamide............................ .................. .................. ..................
2-(l-Benzyl-4-piperidyl) -2-pheny lglutarimide...................................
iV-Methyl-0,lO-ethanoanthracene-fl(lOH)-methylamine..^............ .
8-Quinolinol benzoate (ester); 8-benzoyl-oxyquinoline.............. ........
2-[2-(Methylamino)ethyl]pyridine.................................. ........ . .......
5,5'-Diallyl-a,a'-bis(diethylamino)-TOt7ii'-bitolyl-4,4'-diol................ .
l,l'-Tetramethylenebis(l,2,3,4-tetrahydro-6,7-dimethoxyiso-

quinolinej.
2,2-Bis(p-hydroxyphenyl)j2H’-l,4-benzoxazin-3(4H)-one....................
170-Hy droxyandrosta-ltWIien-3-one..................................................
19-Nor-17a-pregn-5-en-17-ol; 17-«-ethyl-5-estren-17-ol.......................
I-P-[[4'-(Trifluoromethyl)-4-biphenylyl]oxy]ethyl]pyrrolidine..........
7-Bromo-l,3-dihydro-5-(2-pyridyl)-2./T-l,4-benzoaiazepin-2-one______
A  concentrate of proteolytic enzymes derived from the pineapple 

plant.
3.5- Dibromo-Ara-cyclohexyl-Ara-methyltoluene-oi, 2-dlamine_
l-(p-terf-Butylbenzyl)-4-(p-chloro-a-phenylbenzyl)-piperazine...........
Isobutyl 2-cyanoacrylate......................................................... ........
(±)-5-[3-(<«ri-Butylamino)-2-hydroxypropoxy]-3,4-dihydro-l(2//)-

naphthalenone.
6-Allyl-6-isobutylbarbituric acid............................................. ........
1- llO-[3-(4-MethyI-l-piper azinyl)propyl]phenothiazin-2-yl]-l- 
butanone.

6- Chloro-3,4-dihydro-3-isobutyl-2H-l,2,4-benzothiadiazine-7- 
sulfon amide 1,1-dioxide.

Hormone from the thyroid gland, a polypeptide of molecular weight 
less than 10,000.

Calcium salicylate diacetate compound with urea....... ....................
An antibiotic substance derived from Streptomyce» griseus Waksman 

and Henrici.
17-Hydroxy-3-oxo-17a-pregna-4,6-diene:21-carboxylic acid gamma- 

lactone; 17a-(2-carboxyethyl) -170-hydroxy and rosta-4,Ckiien-3-one 
lactone.

An antibiotic substance derived from Streptomyce» capreolus..-........
2- (Dimethylamino)ethanethiol; N-(2-mercaptoethyl)dimethylamine.
Methyl-3-(2-quinoxalinylmethylene)carbazate-l\r>,N ‘-dioxide............
5H-Dibenz[6,/]-azepine-5carboxamide......................... . ..................
Ar-(2-Carboxy-3,3-dimethyl-7-oxo-4-thia-l-azabicyclo[3.2.0l-hept-6-

yl)-2-pheny Imalonamic acid; 6-(2-carboxy-2-phenylacetamido)- 
3,3-dimethyl-7-oxo-4-thia-l-azabicyclo[3.2.0]heptane-2-carboxylic 
acid.

Ethyl (2,2,2-trichloro-l-hydroxyethyl)carbamate....... .......................
A  polymer of acrylic acid crosslinked with allyl sucrose......... ..........
l-[10-(3-[4-(2-Hydroxyethyl)-l-piperazinyl]propyl)phenothiazin-2-

yl]-l-propanone.
A  purified mixture of the anthranol glycosides derived from Cat- 

car a tagrada.
Cellulose acetate butyrate................................... ............................
A  concentrate of cellulose-splitting enzymes derived from Atpergil- 

lus niger and other sources.
D-7-(2-Amino-2-phenylacetamido)-3-methyl-8-oxo-5-thia-l-azabicyclo

[4.2.0] oct-2-ene-2-carboxylic acid.
7- (D-2-Amino-2-phenylacetamido)-3-(hydroxymethyl)-8-oxo-5- 

thia-l-azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid, acetate.
1- [[2-Carboxy-8-oxo-7-[2-(2-thienyl)acetamido]-5-thia-l-azabicyclo-

[4.2.0] oct-2-en-3-yl]methyl]pyridinium hydroxide, inner salt.
3- (Hydroxymethyl)-8-oxo-7-[2-(2-thienyl)acetamido]-5-thia-l- 

azabicyclo[4.2.0Joct-2-ene-2-carboxylic acid, acetate.
Benzylhexadecyldimethylammonium ion........................................
D-fftr«o-IV-[p-Acetyl^8-hydroxy-a-(hydroxymethyl)phenethyl]-2,2-

dichloroacetamide.
2- Chloro-a-[2-(dimethylamino)ethyl]benzhydrol_______________________________________
5- (l-Ethylpentyl)-3-{(trichloromethyl)thio]hydrantoin_____________________
1 ,l'-Hexamethylenebisl&-(p-chlorophenyl) biguanide]........................
7-Chloro-4-indanol................... .............. ....... .................................
6- Chloro-17-hydroxypregna-4,6-diene-3,20-dione; 6-chloro-6-dehydro- 

17a-hydroxyprogesterone.
3- (p-Chlorophenoxy) -1,2-propanediol... .................. ..........
4- Chloro-a,a-dimethylphenethylamine__________ _______ _______ .. .
2-Chloro-Jv,AT-dimethylthioxanthene A*7-propylamine_____________
2-Chloro-5-(l-hydroxy-3-oxo-l-isoindolinyl) benzenesulfonamide_____
19-Nor-17a-pregn-5-en-20-yn-17-ol; 17a-ethynyl-5-estren-17-ol..............
a-[l-(Cinnamylmethylamino)-ethyl]benzyl alcohol; 2-(2V-cinnamyl-

methylamino)-l-phenylpropanol.
1- Cinnamyl-4-diphenylmethylpiperazine.................................. .................. .................. ..................
2- Ethoxyethyl p-methoxycinnamate______ _____ ____ ;................ .
2-(l-Cinnamyl-4-piperidyl)-2-phenylglutarimide; l-cinnamyl-4-(2,6-

dioxo-3-phenyl-3-piperidyl) piperidine.

CwHioBrâNOi
CîâHîjNjOa
CiíIIuN
ChH hNO i
CgHiîNj
CmHîoNîOj
c 2«h mn 204

CmHuN O 4
C i(H2j0 2
C2oH220
CuHaoFjNO
CnHioBrNjO

Ci4H2oBr2N 2 
C2SH33CIN 2 
CsHnNOü 
ChH wNOj ’

CuH iiN 2Oj
CmH siN jOS

CnHjiClNiOaSa

CiaHuCaOt.CHaNaO

CaiHaiOä

C4H hNS 
CHH10N4O4 
CuHiiNaO 
C i7H i,N 20*S ■

CiHtClaNOa 

CmHmÑ  iÖ2S

C11H 17N 1O4S

C iiH hN iO«S ‘

CjiHnNiOaSa

C iiH uN 20(S2

C2sH4jN +
CiiH hC12N04

CmH mCINO
CiiHuCUNaOaS
C 22H soC12N io
C«H«C10
CaiH nClOs

CtHiiClOi
CioH mCIN
C i8H 18C1NS •
Ci4HuC lN204S
CmH 280
CuHasNO

Ĉ HasNi
Cl4Hl804
CaHasNaOa

l
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Official name

Cintatone............
Cirolemycin........

Cisclomiphene___
Citenamide______
Clemastine...-----

Clindamycin.......

Clioxanide-------

Clodazon...........
Clofazimine.......

Clofibrate..........
Cloflucarban____
Clogestone-------
Clomacran-------
Clomegestone... 
Clomiphene.—
Clonazepam___ :
Clonidine..........
ClonixeriL___ ...
Clonixin________
Clopidol_______
Chlorazepic acid.

Clorexolone____

Clortermine____
Closir amine.____

Cloxacillin_____-

Clozapine...i—
Colestipol..........
Cosyn tropin-----

, Cromolyn........ .

Crufomate..... 
Cyclacillin____

Cycloguanil----
Cyclophenazine.

Cyclopenthi azide.

Cyclothiazide___

Cyproquinate___

Cyproximide.....
Cy tarabine........ .
Dactinomycin___
Danazol_____ ....

Decoqulnate..
Deferoxamine.

Desipramine..
Dexivacaine...

Dexpanthenol. 
Dextran 40___

Diamocaine______
Dlapamide........ J
Diatrizoic acid___
Diazepam........ .

Chemical name or description Molecular formula

2-Pentyl-6-phenyl-lH-pyrazolo[l,2a] cinnoline-1, H2H)-dione----------
An antibiotic substance derived from Streptomyces bellus var. 

cirolerosis var. nova.
2- [p-(2-Chloro-cw-l,2-diphenylvinyl)phenoxy]-triethylamine___
5H-D ibenzo[a,d]cycloheptene-5-carboxamide . .................................
(+)-2-[2-[p-Chloro-a-methyl-a-phenylbenzyl)oxy]ethyl]-l-methyl-

pyrrolidine.
Methyl 7(S)-chloro-6,7,8-trideoxy-6-froiw-(l-methyl4-propyl-L-2- 

pyrrolidinecarboxamido)-l-thio-L-f/ir«o-a-D-galacto-octopyranoside; 
7(iS)-chloro-7-deoxylincomycin.

4'-Chloro-8,5-diiodosalicylanilide acetate; 2-acetoxy-4'-cbloro-3,5- 
diiodobenzanilide.

6-Chloro-l-[3-(dimethylamino)propyl]-3-phenyl-2-benzimidazolinone.
3- (p-Chloroanilino)-10-(p-chlorophenyl)-2,10-dihydro-2-(isopropyli- 

mino) phenazine.
Ethyl 2-(p-chlorophenoxy)-2-methylpropionate................................
4,4,-Dichloro-3-(trifluoromethyl) carbanilide____________ ___________
6-Chloro-3/9,17-dihydroxy pregna-4,6-dien-20-one.................................
2-Chloro-9-[3-(dimethylamino)-propyl] acridan..................................
6- Chloro-17-hydroxy-16a-methylpregna-4,6-diene-3,20-dione...............
2-fp-(2-Chloro-l,2-diphenylvinyl)phenoxy]-triethylamine.................
5- (o-Chlorophenyl)-l,3-dmydro-7-nitro-2H-l,4-benaodiazepin-2-one__________
2-(2,6-D ichloroanilino) -2-imidazoline...............................................
2,3-Dihydroxypropyl 2-(3-chloro-o-toluidino) nicotinate_________ ____
2-(3-Chloro-o-toluidino)nicotinic acid..____ ___ ____________________
3,6-Dichloro-2,6-dimethyl-4-pyridinol................... ............................
7- Chloro-2,3-dihydro-2,2-dihydroxy-5-phenyl-lJi-l,4-benzodiaze- 

pine-3-carboxylic acid.
6- Chloro-2-cyclohexyl-3-oxo-5-isoindoline-sulfonamide; 5-chloro-2- 

cyclohexyl-l-oxo-6-sulfamoylisoindoline.
o-Chloro-a.a-dimethylphenethylamine.......................... .................
8- Chloro-lH2-(dimethylamlno)ethyl]-6,ll-dlhydro-5H-benzo[516]- 

cyclohepta[l,2-6]pyridine.
6-[3-(o-Cmorophenyl)-i>-methyl-4-isoxazolecarboxamido]-3,3-di- 

methyl-7-oxo-4-thia-i-azabicyclo[3.2.0]heptane-2-carboxylic acid. 
8-Chloro-ll-(4-methyl-4-piperazinyl)-6H-dibenzo[6,«][l,4] diazepine...
Tetraethylenepentamlne polymer with l-chloro-2,3-epoxypropane__
H-Ser-Tyr-Ser-Met-Qlu-His-Phe-Arg-Try-Qly-Lys-Pro-Val-Qly- 

Lys-Lys-Arg-Arg-Pro-V al-Lys-V al-Tyr-Pro-OH. 
5,5'-i(2-Hydroxytrimethylene)dioxy]bis[4-oxo-4H-l-benzopyran- 

2-carboxylate]; l,3-bis(2-carboxychromon-5-yloxy)-2-hydroxy-

CîjH îjNjOi

CmH jsCINO
CwH iiNO
CmH mCINO

C i8H»C1N iO(S

CuHioClIjNO»

CigHíoClNíO
CijHuOljN«

CtîHisGIO»
CmH íCIíF iN jO
CîiH«C10 i
CwHjiClNj
CmH mCIOi
C j jH îsC IN O
CijHwClNjOi
CfHjChNi
CuHnCINsOi
CuHnClNjOj
C7H 7C1sNO
C iiH ijCINjOî

ChH uCINjOiS

C ioH mCIN
CuHnCINi

C uHigClN iO«S

CitHiiCINi

CnHiiOu

propane.
4-terf-Butyl-2-chlorophenyl methyl methylphosphoramidate...........
6-(l-Aminocyclohexanecarboxamido)-3,3-dimethyl-7-oxo-4-fhia-l- 

azabicyclo[3.2.0]heptane-2-carboxylic acid.
4.6- Diamino-l-(p-chlorophenyl)-l,2-dihydro-2,2-dimethyl-*-triazine.. 
10-[3-(4-CyClopropyl-l-piperazinyl) propyl]-2-(trifluoromethyl)

phenothiazine; 10-[3-(4-cyclopropylpiperazino) -propyl]-2- 
trifluoromethylphenothiazine.

6-Chloro-3-(cyclopentyimethy 1) -3,4-dihydro-2iî-l ,2,4-benzothia- 
diazine-7-sulfonamide 1,1-dioxide.

6- Chloro-3,4-dihydro-3-(5-norbomen-2-yl)-2H-l,2,4-benzothiadiazine- 
7-sulfonamide 1,1-dioxide.

Ethyl 6,7-bis(cyclopropylmethoxy)-4-hydroxy-3-quinolinecar- i 
boxy late.

l(p-Chlorophenyl)-l,2-cyclopropanedicarboximide.............. .............
1-Arabinofuranosylcy tosine......................... ....................................
Actinomycin D . . ..............................................................................
17a-Pregna-2,4-dien-20-yno[2,3-if]isoxazol-17-ol; l-ethynyl-2,3,3a,3b,4, 

S, 10,10a, 10b, 11,12,12a-dodecahydro-10a, 12a-dimethyl-l H-cyclo- 
penta[7,8]-phenanthro[3,2-d]pyrazol-l-ol.

Ethyl 6-(decyloxy)-^-ethoxy-4-hydroxy-3-quinolinecarboxylate.........
lV-[fr{3-I(5-Aminopentyl)hydroxycarbamoyl]propionamido]pentyl]-

3-[[5-üv-hydroxyacetamido)pentyl]carbamoyl]propionohydroxamic
acid.

10,ll-Dihydro-5-[3-(methylamino)propyll-5H-dibenz[6,/lazepine........
(+)-l-Methyl-2',6'-pipecoloxylidide; (+)-l-lV-methylpipecolic acid 

2,6-dimethylanilide.
D(+)-2,4-Dihydroxy-iV-(3-hydroxypropyl)-3,3-dimethylbutyramide.. 
A  polysaccharide having a weight average molecular weight of 

■40,000; produced by the action of Leuconottoc mesenteroides on 
sucros6.

l-(2-Anilinoethyl)-4-[2-(diethylamino)ethoxy]-4-phenylpiperidine___
4-Chloro-7V-methyl-3-(methylsulfamoyl) benzamide.........................
3.6- Diacetamido-2,4,6-triiodobenzoic acid.............................
7- Chloro-l,3-dihydro-l-methyl-5-phenyl-2H-l,4-benzodiazepin-2-one..

CiiHuClNOiP
CuHaNtO«S

CnHuClNi
CaHwFiNiS

CiiHuClNtOiSi

CuHiiCINtOgS t

CjoHaNOj

CuHiClNOi
CiHitNiOt
CmH mN uOu
CuHpNOj

CnHwNO*
CtfHwNtOi

CuHaNi
CiiHaNtO

CiHitNO«

CjsHj7NjO
C»H iiC1NjO»S:
CuHthNiOt
CiiHuClNiO
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Dibromsalan.
Dicloxacillin.

Dlfluanine_____

Dlflucortolone..

Dlflumldone___
Difluprednate..

Dimethlndene..
Dimethisterone.
Dioxybenzone..
Diphenidol.____
Dipyridamole..

Dipyrone......
Domiphen_____
Dopamine_____
Doxapram____a
Doxepin...____
Doxycycline___

Droperidol.___

4',5-Dibromosalicylanillde... ........ .... ........ ................ ....................
6-[3-(2,6-Dichloropbenyl)-5-methyl-4-isoxazolecarboxamido]-3,3-

diinetbyl-7-oxo-4-thia*l-azabicyclo[3.2D]heptane-2-carboxylic
acid.

1- (2-Anilinoethyl)-4-[4,4-bis(p-fluorophenyl)butyl]piperazine; l-[4,4- 
di(4-fluorophenyl)butyl]-4-(2-anilinoethyl)piperazine.

6a,9-Difluoro-110,21-dihydroxy-16a-methylpregna-l,4-diene-3,2O-
dione.

3'-Benzoyl-l,l-difluoromethanesulfonanilide_____ ______ _____ _____
6a, 9-Difluoro-ll/S,17>21-trihydroxypregna-l,4-diene-3,20-dione 21-ace

tate 17-butyrate.
2- [l-l2-[2-(Dimethylamino)ethyl]inden-3-yl]ethyl]pyridine..... . .........
170-Hy droxy-6a-methyl-17-(l-propy nyl) andros t-4-en-3-one........
2,2'-Dihydroxy-4-methoxybenzophenone____________ ____ ____ :____
a,a-Diphenyl-l-piperidinebutanol........ ........ ...............................
2,2',2",2",-[(4,8-Dipiperidinopyrimido[5,4-ii]pyrimidine-2,6-

diyl)dinitrilo]tetraethanol.
Sodium (antipyrinylmethylamino)methanesulfonate hydrate___. . . .
Dodeycldim ethyl (2-phenoxy ethyl) am m onium ___________ _______
4-(2-A minoeth yl) pyr ocatechol____________________ . . . . . _______ ;___
l-Ethyl-4-(2-morpholinoethyl)-3,3-diphenyl-2-pyrroIidinone.-........ .
lV!7V-Dimethyld{benz[6,«]oxepin-AI1(,B). v-propylamine.....................
4-(Dimethylamino)-l,4,4a,6,5a,6,ll,12a-octahydro-3,5,10,12,12a-penta-

hydroxy-6-methyl-l,ll-dioxo-2-naphthacenecarboxamide.
l-[l-[3-(p-Fluorobenzoyl)propyl]-l,2,3,6-tetrahydro-4-pyridyl]-2-

benzimidazolinone.

CuHfBrjN Oj 
ChHuCIiN jOsS

C28H3JF2NJ
CjjHîiFiOi
ChH iiFjNOjS
CííH mFjOí

CjoH mN j
C 23H 32OJ
C14H 12O4
C21H27NO
CmH mN iOi

C »HieNiNaOiS-HjO
C22H 40N  O
CÆ11NO 2
C24H10N 2OJ
Ci»H2iNO
C 22H 24N 2O8

C22H 22FN 1O1

Dydrogesterone.
Epimestrol......
Estrazinoi______
Ethacrvnic acid.
Ethambutol____
Ethamivan_____
Ethionamide.... 
Ethonam___ ....

Ethosuximide...
Ethoxazene____
Ethynodiol____
Ethylestrenol__
Etidronic Acid..
Etoxadrol______
Euprocin...____
Famotine______
Fantridone........
Fenalamide____

Fenclonine_____
Fenestrel.._____

Fentanyl .........
Fenticlor_______
Ferric fructose... 
Fetoxylate_____

F ilip in ............

Flavoxate______

Floxuridine____
Flucrylate______
Flucytosine____
Fludorex.._____
Flufenisal______
Flumethasone...

Flunidazole____
Fluocinolone___

Fluodnonlde....

Fluprednisolone.

Flurazepam____

Flurothyl____...
Fluroxene______
Flutiazin...........
Fonazine.._____

Fospirate______
Furosemide____
Fursaian..........

Gentamicin......

9/J,10a-Pregna-4,6-diene-3,20-dione............. ...................... ................
3- Met hoxy es tra-1 ,3,6, (10)-triene-16a, 17a-diol____. . . ....... ...................
DL-frani-3-Methoxy-8-aza-19-nor-17a-pregna-l,3,5-trien-20-yn-17-ol____
[2.3-Dichloro-4-(2-methylenebutyryl)phenoxy]acetic acid.................
(-i-l^^'-fEthylenediiminoJ-diCl-butanol)..._______________ ________
WVlV-Diethylvanillamide^_______ ________ ___________ _____________
2-E thylthioisonicotinamide........................... : . . ..............................
Ethyl-l-(1.2,3.4-tetrahydro-l-naphthyl) imidazole-5-carboxylate;

l-(l,2,3,4-tetrahydro-l-naphthyl)-8-ethoxycarbonyl) imidazole.
2-E tny 1-2-methy lsuccinimide.  ........... .................. ;........... .............
4- [(p-Ethoxyphenyl)azol-m-phenylenediamine....... .................. ..................
10-Nor-17a-pregn-4-en-2O-yne-3 ,̂ 17-dioL....................   . . .
19-Nor-17a-pregn-4-en-170-ol___ _________ ________ _________________
(1-Hydroxyethylidene) dlphosphonic acid. . . . . . . . _____  . . . . . .
(-(-)-2-(2-Eth y 1-2-phenyl-l ,3-dloxolan-4-y 1) piperidine_______ ____
0- 6'-Isopentylhyarocupreine____ ___________   . . .
1- [(p-Chlorophenoxy)methyll-3,4-dihydroisoquinoline... ..................
5- [3-(Dimethylamlno)propyl]-6-(5H)-phenanthridone......................
Ethyl-lV-[2-(diethylamino)]ethyl-2-ethyl-2-phenylmalonamate;

phenylethylmalonlc acid monethylester diethylaminoethylamide. 
DL-3-(p-Chlorophenyl)alanine-............................   . . . . . . . . . . .
6- Ethyl-6-methyl-4-phenyl-3-cyclohexene-l-carboxylic acid; 2-methyl- 

3-ethyl-4-phenyl-4-cyclohexenecarboxylic acid.
lV-Cl-Phenethyl-4-piperidyl)propionanilide. _______ _______ ____ _
2,2'-Thiobis[4-chlorophenol]___ ______ ____________________________
Fructose iron complex, compound with potassium (2:1)..................
2- Phenoxyethyl l-(3-cyano-3,3-diphenylpropyl) -4-phenylisonipec- 

otate.
3,6,7,9,ll,13,15,26,27-Nonahydroxy-2-(l-hydroxyhexyl)-16-methyl- 

16,18,20,22,24-octacosapentaenoic acid 1.27-lactone. 
2-Piperidinoethyl 3-methyl-4-oxo-2-phenyl-4Ji-l-benzopyran-8- 

carboxylate.
2'-Deoxy-6-fluorouridine............................................................. .
2.2.2- Trifluoro-l-methylethyl 2-cyanoacrylate._____________________
6- Fluorocy tosine ........... ........ .............................. . . . ; ................
d-Methoxy-Ar-methyl-m-(trifluoromethyl) phene thy lamine________ .
4'-Fluoro-4-hydroxy-3-biphenylcarboxylic acid acetate______ ______
6a,9-Difluoro-ll/J,17,21-trihydroxy-16a-methylpregna-l,4-diene-3,20-

dione.
2-(p-Fluorophenyl)-6-nitroimidazole-l-ethanol.. . . : ____ ..^....... ......
6a,9-Difluoro-ll/S.16a,17,21-tetrahydroxypregna-l,4-diene-3,20- 

dione; 6a,9a-difluoro-16a-hydroxyprednisolone.
6a,9-Difluoro-lld, 16a, 17,21-tetrahydroxypregna-l,4-diene-3,20- 

dione, cyclic 16,17-acetal with acetone, 21-acetate.
6a-Fluoro-110,17a,21-trihydroxypregna-l,4-diene-3,20-dione: 6a- 

fluoroprednisolone.
7- Chloro-l-[2-(diethylamino)ethyl]-5-(o-fluorophenyl)-l,3-dihydro- 

2H-l,4-benzodiazepin-2-one.
Bis(2,2,2-trifluoroethyl)ether__________ ______ ______________ _____
2.2.2- Trifluoroethyl vinyl ether______________________ ____________
8- (Trifluoromethyl) pheno thiazine-l-carboxylie acid.................. ..................
10-[2-(Dimethylamino)propyl]-lV,lV-dimethylphenothiazine-2-sulfon-

amide.
Dimethyl 3,6,6-trichloro-2-pyridyl phosphate____________________
4-Chloro-lV-furfury-5-sulfamoy lanthranuic acid.  .................... . . .
3,6-Dibromo-^T-(tetrahydrofurfuryl)salicylamide; 3,5-dibromosalicyl- 

IST-tetrahydrofurfurylamide.
An antibiotic substance derived from Micromonotpora purpurea, 

nonspecific.

CmH jsOj
CiíHüflOs
C20H 25NO
C11H 12CI2O4
CioH24N302
C12H 17NO 1
C»HioNjS
CjeHitNiOi

CtH iiNO i
C14H 1.N 4O
C20H 28O2
C20H32O
C2H8O7PJ
CwH tjNO i
C24H34N2O2
ChH mCINO
C18H20NJO
CiiHsoNiOt

GiHioCINO:
CkH toOì

C22H28N2O
C12H8CI2O2S
(C«H9Fe07)nK./j
CttHseNtOi

CnHisOii

C24H23NO4

C»HitFNiOi
C7H 1F 8NO 2
Ü4H4F N 80
CnHuFjNO
Ci»HitFÖ4
C22H 22F2OÍ

C11H 10FN 1O»
CuHtcFiOt

C28H32F2O7

CjiHtfFOj

CjiÇ mCIFN iO

C 4H4F « 0
C4HSF1O
Ct4H8FiNOiS
C18H 25N 3O2S3

C7H 7CI3NO 4P 
CuHuCINiOjS 
C j2HijBriN O i
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Official name Chemical name or description Molecular formula

Gloxazone.

Glucosamine. 
Glyburide___

Glycopyrrolate.

Guanacline..
Guanadrel-.
Haloperidol.

Halquinolis.

Hetacillin.

Hesafluorenium. 
Hoquizil_______

Hydroxocobalamin___

Hydroxyurea____
Ibuprofen---------
Ictasol....... .......
Idoxuridine.-.---
Indomethacin----
Indriline________
Inositol marinate.
Iocetamic arid___
Iodamide________
Iometbin 1 125___

Iomethin 1 131.

Iopydo l..........
Iopydone.........
Iothalamic arid.
Ipronldazole___
Iron sorbltei___

Isoetharine... 
Isomylamine.. 
Kalafungin__

Ketamine....
Kethoxal____
Ketipramine.

Kitasamycih—

Levamfetamine.
Levodopa-------
Lincomycin-----

Llotriz.

Lithium carbonate. 
Lomofungin...........

Lorazépam..

Lucanthone..
Lydimycln—
Lypressin___
Mafenide____
Magaldrate...
Mebutamate.

Mecrylate______
Medazepam___
Medrysone_____
Mefenamic arid.
Mefènorex..___
Mefex am ide..— 
Melitracen_____

Melphalan..

3-Ethoxy-2-oxobutyraldehyde-bis(thiosemicarbazone) ; a-ethloxy- 
ethylglyoxal dithiosemicarbazone.

2- Amino-2-deoxy-0-D-glucopyranose..................... ............................
1- [[p-[2-(5-chloro-o-anisamido)ethyl]phenyl]sulfonyl]-3-cyclo-

hexylurea; jV-[4-03-(2-methoxy-6-chlorobenzamido)-ethyl)benzo- 
sulfonyl]-N'-cyclohexylurea. ,

3- Hydroxy-l,l-dimethylpyrr0lidinium bromide a-cyclopentyl- 
mandelate.

[2-(3I6-Dihydro-4-methyl-l(2H)-pyridyl)ethyl]guanidine........ --------
(l,4-Dioxaspirol[4.5]dec-2-ylmethyl)guanidine...................................
4- [4.(p-Chlorophenyl)-4-hydroxypiperidino]-4'-fluorobutyro-

phenone. . ,
5,7-Dichloro-8-quinolinol, 5-chloro-8-qulnollnol,and 7 chloro-8- 

quinolinol in proportions resulting naturally from chlorination of 
of 8-quinolinol. . . , _

8-(2,2-Dimeth-5-oxo-4-phenyl-l-imidazolidinyl)-3,3-dimethyl-7-oxo- 
4-thia-l-azaylcyclo[3.2.01heptane-2-carboxylicacid. 

Hexainethylenebis{9-fluorenyldimethylammonium] ion...................
2- Hydroxy-2-bietnylpropyl 4-(6,7-dlmethoxy-4-quinazolinyl)-l- 

piperazinecmrboxylate.
Cobinamide hydroxide phosphate, 3'-ester with 6,6-dimethyl-l-a- 
D-ribofuranosylbenzimidazole, inner salt.

Hydroxyureaa.......... ............. ......................... ..................- - -........
p-Isobutylhyd ratropic acid; 2(®-isobutylphenyl)propionic acid........
The sodium salt of a sulfonated derivative of bituminous slate.........
2' -Deoxy-5-iodouridine.....................................................--.............
l-(p-Chlorobenzoyl)-5-methoxy-2-methylindole-3-acetic acid..........
AVv’ -Dimethy l-l-phen ylindene-l-ethylam ine---- --------- --------------
myo -Inositol hexanicotinate...... ............. .....................................- - ■
Ar-Acetyl-AT-(3-amino-2,4,6-triiodophenyl)-2-methyl-£-alamine.. . . . . .
«,5-1 )iacetamido-2,4,6-triiodo-n»-toluic acid......................................
4-[|3-(Dimethylamino) propyl]amino]-7-iodo-*a/-quinoline..... ..........

4- [[3-(Dimethylamino) propyl]amino]-7-iodo->M/-quinoline.

1- (2,3Dihydroxypropyl-3,5-diiodo-4(lH)-pyridone---------
3,5-Diiodo-4(/H)-Pyri<lone....................................................-.......
5- Acetamido-2,4,6-triiodo-iV-methylisophthalamic acid.....................
2- Isopropy l-l-methyl-5-nitroimidazole.......................—..................
A  sterile, colloidal solution of a complex of trivalent iron, sorbitol,

and citric arid, stabilized with dextrin and sorbitol. 
3,4-Dihydroxy-a-[l-(isopropylamino)propyl]benzyl alcohol-...........
2- (Diethylamino)ethyl 1-isopentylcyclohexanecarboxylate. .........................
An antibiotic substance derived from Streptomyce» tanaihientis

strain, tola.
(±)-2-(o-Chlorophenyl)-2-(methylamino)cyclohexanone..............—
3- E thoxy-l,l-dihydroxy-2-butanone— ...........................................
6- [3-(Dimethylamino)propyl]5,ll-dihydro-10H-dibenz[6,/]-azepin- 

10-one.
An antibiotic substance obtained from cultures of Streptomyce» 

kitaeatoensi»:
.(-)-a-Methylphenethy lamine........ ................................................
(-) -3-(3,4-Dihydroxy phenyl) -L-alanine ...................... .......-------
An antibiotic substance derived from Streptomyce» lincolnemi»; 

methyl 6-8-dideoxy-6-(l-methyUran»-4-propyl-L-2-pyrorlidine- 
carboxamido)-l-thio-D-erythro-«-D-galacto-octopyranoside.

A  mixture of: Sodium liothyronine (sodium l-3,3',5-triiodothyro
nine) and sodium lévothyroxine (sodium L-3,3'5,5'-tetraiodo 
thyronine).

Lithium carbonate.-.-.--------------------- --------------------— ........
An antibiotic substance derived from Streptomyce» lomondensia 

var. lomondensis.
7- Chloro-5-(<H5hlorophenyl)-l, 3-dihydro-3-hydroxy-2H-l, 4-benzodi-

azepin-2-one. ,
1- [[2-(Diethylamino)ethyl]amino]-4-methylthioxanthen-9-one..........
An antibiotic substance derived from Streptomyce* lydicu»----- -------
-3-Lysine vasopressin.............................. ............................ -.........-
a-Amino-p-toluenesulfonamide........ ....... ......................................
Tetrakis (hydroxymagnesium) decahydroxydialuminate dihydrate.
2- sec-Butyl-2-methyl-l,3-propanediol dicarbamate; or 2-methyl-2- 

sec-butyl-l,3-propaneodiol dicarbamate.
Methyl 2-cyanoacrylate....................................... --------- ------------
7-Chloro-2,3-dihydro-l-methyl-5-phenyl-lJEi-l. 4-benzo-diazepine
ll/3-Hydroxy-6a-methylpregn-4-ene-3,20-dione................................-
JV-(2,3-Xylyl)anthranilic arid..........................................................
W-(3-Chloropropyl)-a-methylphenethylamine................... .............
iV-[2-(Diethylamino)ethyl]-2-(p-methoxy-phenoxy)acetamide..........
iV.iV.lO.lO-Tetramethyl-AHlOH) ,-y-anthracenepropylamine; 9-(3-

dimethylaminlpropylidine)-10,10-dimethyl-9,10-dihydroan-
thracene.

L-3-f p [ B is (2-chloroet hyl) aminopheny 11 alanine................ ....... . . . . . .

CsHiiNdOSi

CtHuNOs
CíjH mCIN iOjS

CwHjjBrNO»

C*HijN í 
C ioHitBjO] 
CjiHmCIFN Oj

C»HjC1jNO  and 
CtH.CINO

CiiHnOtS
CmH42Nj++
C iiHmN«0«

CuHttCoNuOigP

CH4N jOi
CijH hOj

C»HnINjOj 
CnHi.ClNOi 
Cj»HjiN 
C42H 3oN#Ol2 
CuHnNiOj 
CigHnIiNjOg 
ChH iiIN i (in which 

the iodine atom is 
‘“I).

CmH uIN i (in which 
the iodine atom is 
»»I).

C8H»IiNO»
CjH jIjNO
CuHtlsNiO*
CjHnNaOi

CnHaiNOj
CuHmNO i

CuH wCINO
CgHuOg
CnHuNtO

C j j  isH m-í jN O h-h

CiH ijN
CtHiiNOi
ChHiíNjOíS

CiiHiiLNNaOg and 
CwHioLNNaO- 
XHjO 

LijCOj

CuHioCljNsOt

CjoH mN jOS

C«H(5NnOi2Sj
CjH ioN jOjS
AljHi4Mg0n-2H»0
CioHjgNiOt

CjHtNOa
CnHijClNs
CaHjjOi
C 15H 15N O 3
CuHwClN
CijH jíN íO
CuHjiN

CuHiiCljNjOj
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Official name Chemical name or description Molecular formula

Memotine____
Menoctone___
Mephenytoin..
Meprednisone.
Mequidox____
Mesori dazine..
Mestranol____
Mesuprine____

Metabromasalan.
M etalol__________
Metaxalone____ .
Metformin______
Methacycline___

M ethallibure___
Methaqualone...
Methixene______
Methoxyflurane.
Methyldopa____
Metiapine..........
Metizoline______
Metolazone____ _

Metoserpate...
Metronidazole.
Mianserin____
M idaflur______
M ilipertine____

Minocycline_

Mithramycin.
Mitocromin__
Mitomalcin...
Mitotane____
Molindone___
Monensin___ .

Moran tel. 

Nadide... 

Nafcillin..

Nafronyl.

'Nalbuphine... 
Nalidixic acid.

Nalmexone___

Naloxone.... 
Nandrolone. 
Naranol____

Nebramycin...
Nequinate____
Nifuraldezone.
Nifurimide___
Nifursol______
Nimazone____
N i rid azole____
Nisobamate__

Nonoxynol 4.

Nonoxynol 9... 

Nonoxynol 15. 

Nonoxynol 30.

3.4- Dihydro-l-[(p-methoxyphen<Hcy)methyl]isoquinoline____________
6- (8-Cyclohexyloctyl)-3-hydroxy-l,4-naphthoquinone_____
5-ethyl-3-methyl-6-phenyihydantoin_______________________________
17,21-Dihydroxy-16/3-methylpregna-l,4-diene-3,ll,20-trione__________
3-Methyl-2-quinoxaUnemethanol 1,4-dioxide________________________
10-[2(l-Methyl-2-piperidyl)ethyl]-2-(methylsulfinyl)prenothiazine___
3- Methoxy-19-nor-17a-pregna-l,3,5(10)-trien-20-yn-17-ol___
2'-Hydroxy-5'-[l-hydroxy-2-l(p-methoxyphenethyl)amino]propyl]

methanesulfonanili de.
3.6- Dibromosalicylanilide_______________ _________________
4'-[l-Hydroxy-2-(methylamino)propyl]methanesulfonanilide________
5- [3,5-Xylyoxy)methyl]-2-oxazolidinone.__________ ______
1.1- Dimethylbiguanide__________________________________ . . . . . . . . . .
4- (Dimethylamino)-l ,4,4a,5,5a,6,11,12a-octahydro-3,5,10,12,12a-penta- 

hydroxy-6-methnylene-l,ll-dioxo-2-naphthacenecarboxamide; 
6-deoxy-6-demethyl-6-methylene 5-oxytetracycline.

1- Methyl-6-(l-methylallyl)-2,5-dithiobiuroa________________________
2- Methyl-3-o-tolyl-4(3 H ) -quinazolinone_____ ;________. . . . . . . . . . . ___
1- Methyl-3-(thioxanthen-9-yimethyl)piperidine__________
2.2- Dichloro-l,l-difluoroethyl methyl ether________________
/-3-(3,4-Dihydroxyphenyl)-2-methylalanine________________________
2- Methyl-ll-(4-methyl-l-piperazinyl)dibenzo[6,/][l,4]thiazepine_____
2-[(2-Methylbenzo[6]thien-3-yl)methyll-2-imidazoline..................... .
7- Chloro-l,2,3,4-tetrahydro-2-methyl-4-oxo-3-o-tolyl-6-quinazoline- 

sulfonamide.
Methyl 11,17«, 18«-Jtrimethoxy-30,2Oa-yohimban-160-carboxy late.......
2- Methyl-5-nitroimidazole-l-ethanol.......................... ....................
l,2,3,4,10,14b-Hexahydro-2-methyldibenzo[c,/]pyrazino[l,2-a] azepine. 
4-Amino-2,2,5,5-tetrakis(trifluoromethyl)-3-imidazoline.....................
5.6- Dimethoxy-3-[2-[4-(o-methoxyphenyl)-l-piperazinyl] ethyl]-2- 

methylindole.
4.7- Bis(dimethylamino)-l,4,4a,5,5a,6,ll,12a-octahydro-3,10,12,12a* 

tetrahydro-l,ll-dioxo-2-naphtfaacenecarboxamide.
From Streptomyces argillaceus n.sp. and Streptomyces tanashiensis___
An antibiotic substance produced by Streptomyces viridochromogenes.
An antibiotic substance produced by Streptomyces malayensis. . . .___
l,l-Dichloro-2-(o-chlorophenyl)-2-(p-chlorophenyl)ethane_...............
3- Ethyl-6,7-dihydro-2-methyl-5-(morpholinomethyl)indol-4(5H)-one.
2- [5-Ethyltetrahydro-5-[tetrahydro-3-methyl-5-[tetrahydro-6- 

hydroxy-6-(hydroxymethyl)-3,5-dimethylpyran-2-yl]-2-furyl]-2- ' 
furyl]-9-hydroxy-j3-methoxy-a,7 2,8-tetramethyl-l ,6-dioxas piro 
[4,5] decane-7-butyric acid.

(£)-l,4,5,6-Tetrahydro-l-methyl-2-[2-(3-methyl-2-thienyl)vinyl]
pyrimidine.

3- Carbamoyl-l-/3-D-ribofuranosylpyridinium hydroxide, 5'-ester with 
adenosine-5'-pyrophosphate, inner salt; cpdehydrogenase I.

6- (2-Ethoxy-l-naphthamido)-3,3-dimethyl-7-oxo-4-thia-l-azabi- 
cyclo[3.2.0]-heptane-2-carboxylic acid; 6-(2-ethoxy-l-naph- 
thamido) penicillanic acid.

2- (Diethylamino)ethyF tetrahydro-a>(l-naphthylmethyl)-2-furanpro- 
pionate.

17-(Cyclobutylmethyl)-4,5a-epoxymorphinan-3,6a,14-triol................
l-Ethyl-l,4-dihydro-7-methyl-4-oxo-l,8-naphthyridine-3-carboxylie

acid.
7,7a,8,9-Tetrahydro-3,7a-dihydroxy-12-(3-methyl-2-butenyl)-6H-8,9c- 

imino-ethanophenanthro[4,5-bed]furan-5(4a/i)-one; N-3,3'- 
dimethylallylnoroxymorphone.

(—)-17-Allyl-4^i*-epoxy-3,14-dihydroxymorphinan-6-one____________
170-Hydroxyester-4-en-3-one.............................................................
8,9,10>ll,lla,12-Hexahydro-8,10-dimethyl-7ai/-naphthol[l,,2':5,6]

pyrano[3,2-c]pyridin-7a-ol.
An antibiotic substance derived from Streptomyces tenebrarius______
3- Acetoxy-6-butyl-7-benzyloxy-4-oxoquinoline_.____________________________
6-Nitro-2-furaldehyde semioxamazone..................................... .........
(±)-4-Methyl-l-(5-nitrofurfurylideiie)arrunol-2-imidazolidinone______
3.5- DinitrosalicyIic acid (5-nitrofurftirylidene)hydrazide____________
3-(p-Chlorophenyl)-4-imino-2-oxo-l-imidazolidineacetonitrile________
M5-N itro-2-thiazolyl)-2-imidazolidinone___________________________
Isopropylcarbamic acid ester with 2-(hydroxymetbyl)-2,3-dimeth-

ylpentyl carbamate.
Nonylphenoxypolyethyleneoxyethanol____________________________

CnHwNOj
C,4H3jO,
CuHuNaOi
C22H28O5
CioHioNjOj
CîiHîeNsOSj
C2lH2»0 |
ClHmN jOsS

CuHjBr2NOi
CHH18N2O3S
C12H15NO3
C4H11N5
C22H22N2O1

C7H14N4S3
C1.H14N2O
C20H23NS
CjH jCUFiO
C10H13NO4
C i*H2jN sS
C1JH14N2S
ChH hCINjOsS

C24II32N2O5
C4H1N3O3
C18H20N2
CíHjFizNs
C24H31N3O3

C23ÏÏ27N3O7

C14H10CI4 
CHH24N2O1 
CsiHezOu \

C n H tiN iS

CmHjîNîOhPi

C21H22N2O8S

C24H33NO3

CaH27N04
C12H12N2O3
C31H3SNO4

CWH21NO4
CisH2»02
Ci«H22NOa

.do.

.do.

.do.

Norethindrone.
NorethynodreL

17-Hydroxy-19-nor-17a-pregn-4-en-20-yn-3-one..... ..........................
17-Hydroxy-19-nor-17ot-pregn-5(10)-en-20-yn-3-one; 17«-ethynyl-17- 

hydroxy-5(10)-estren-3-one.

C22H2SNO4
CjH iNiO s
C»Hl#N404
CuHjNtO»
CnH»ClN40
C«H»N40jS ■
C18II28N2O4

C ljH 240(C 2H 40)n
(n=approximately 
4) ,Ci^OCCjHiO),
(n=approximately 
9)

CiiHS40(C2H40)B 
(n=approximately 
15)

CliH240(C3H40)» 
(n=approximately 
30)

C20II28O2
C2oH2»Oi
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Norflurane...
Norgestrel___
Nortriptyline.

Ocry late_____
Octicizer____
Octodrine___
Opipramol__
Orgotein..___

Ormetoprim___
Oxandrolone__
Oxazepam_____
Oxethazaine___

Oxisuran______
Oxogestone____

Oxprenolol____
Oxybenzone___
Oxychlorosene..

Oxycodone____
Oxymetazoline.
Oxymetholone..
Oxypertine____
Pancrelipase___
Pancuronium__

Panthenol... . . .

Paramethasone.

Parbendazole...
Pargyline_____
Pemoline______
Penicillamine_
Pentagastrin__

Pentazocine...

Perhexilene___
Perlapine_____
Phentermine.. 
Phenyramidol. 
Phthalofyne... 
Pimozide_____

Pipazethate__

Fiperacetazine.

Piprozolin____
Piquizil______
P o lacriliii,___ _

Polarcrilin potassium..

Poldine_________
Poligeenan_____

Poloxalene_______

Polyglycolic acid.
Polymacon_____
Polytef_________
Polythiazide-----

Poncuronium—

Povidone..........
Pralidoxime____
Prednival______
Pregnenolone___
P rilo cain e_______
Procarbazine____
Profadol_________

Chemical name or description Molecular formula

1,1,1,2-Tetrafluorethane................ ................... - ..............................
(±)-13-Ethyl-17-hydroxy-18,19-dinor-17a-pregn-4-en-20-yn-3-one.........
10,ll-Dihydro-iV-methyl-5H-dibenzo[a,d]eycloheptene-A, 'T'-

propylamine.
Octyl 6-cyanoacrylate----------- ....-------------------------- —....... .......
2-Ethylhexyl diphenyl phosphate..------------------------------------
1,5-Dimethylhexylamine__________________________ - ----------------------?--
4-[3-(5/7-dibenz[6,/]azepin-5-yl) propy)]-5-piperazine ethanol...............
A  pure, water-soluble, highly compact protein of fairly low molec

ular weight (about 34,000) with a predominantly alpha-helical 
configuration; the molecule is chelated with from two (2) to four 
(4) atoms of divalent metals, for example, Mg, Zn, and Cu, and 
it is presently produced from bovine liver in a multistep process.

2,4-Diamino-5-(6-methylveratryl)pyrimidine.....................................
17/3-Hydroxy-17-methyl-6-oxa-5a-androstan-3-one. .;..... ....... .............
7-Chloro-l,3-dihydro-3-hydroxy-5-phenyl-2H-l,4-benzodiazepin-2-one.
2,2'-((2-Hydroxyethyl)imino]-bis[7V-(a,o!-dimethylphenethyl)-N-

methylacetamide],
(Methylsulfinyl) methyl 6-pyridyl ketone..--------------------------- -------- -
20|3-Hydroxy-19-norpregn-4-en-3-one;20/3-hydroxy-19-nor-4-

C2H2F4
C21H28O2
C iíH mN

C i2H i,N 02
C20H27O4P
CsHi8N
C23II28N3O

C14H18N4O2
C18H30O3
C15H11CIN2O2
C28H41N3OJ
C sH (N 02S
C20H30O2

pregnep-3-one.
1- fo-(AUyloxy)phenoxy]-3-(isopropylamino)-2-propanol....................
2- Hy droxy-4-methoxy benzophenone--------- ----------- --------------------------
The hypochlorous acid complex of a mixture of the phenyl sulfonate

derivatives of aliphatic hydrocarbons.
Dihydrohydroxy codeinone------------------- --------- ---------------- ------------
6-feri-Butyl-3-(6-imidazolin-2-ylmethyl)-2,4-dimethylphenol..............
17/3-Hydroxy-2-(hydroxymethylene)-17«-methyl-5a-androstan-3-one._ 
5,6-Dimethoxy-2-methyl-3-[2-(4-phenyl-l-piperazinyl) ethyl]-indole... 
A  concentrate of pancreatic enzymes standardized for lipase content.. 
l,l'-(3ct, l7(3-Dihydroxy-5a-androstan-2|3,160-ylene)bis[5-methyl- 

piperidinium ion diacetate.
(±)2,4-Dihydroxy-2V-(3-hydroxypropyl)-3,3-dimethylbutyramide; 

pantothenyl alcohol.
6a-Fluor o-llp,17,21-trihydroxy-16a-methylpregna-l,4-diene-3,20-

CJ5H23NO3
ChHj203

G18H21N04
CUH24N20
C21H3203
C23H28N302
C35lÎ60N2O4++
CjHhNOi

C22H29FO5
dione.

Methyl 5-butyl-2-behzimidazolecarbamate.--------- -------------- -------
lV-Methyl-N-2-propy nylbenzy lamine.................................. ..............
2-Amino-5-phenyl-6-oxazolin-4-one-------------I----------------------------
p-3-Mercaptovaline-------------- ------- ------------------ -------- -.......... .
lV-(a-Carbamoylphenethyl)-3-[2-[2-[3-(carboxyamino) propionamido]- 

3-indol-3-ylpropionamido]-4-(methylthio)butyramido]succinamic 
acid N-terf-butyl ester; iV-fert-butyloxycarbonyl-/3-alanyl-L-trypto- 
phyl-L-methionyl-L-aspartyl:L-phenylalanine amide. 

(±)l,2,3,4,5,6-Hexahydro-cis-6,ll-dimethyl-3-(3-methyl-6-butenyl)- 
2,6-methano-3-benzazocin-8-ol.

2-(2,2-Dicyclohexy lethyljpiperidine..... ..-.---------  . . . . .
6-(4-Methyl-l-piperazinyl)morphanthridine--------------------------------------
a,a-Dimethylphenethylamine_____________________________________
a-(2-Pyridyla£aino) methyl]benzyl alcohol-----------------------------   —
Mono(l-ethyl-l methyl-2-propynyl) phthalate.......... .........  —
1- tl-(4,4-Bis-(p-fluorophenyl)butyl]-4-piperidyl]-l-benzimidazolinone; 

l-[4,4-bis(p-fluorophenyl)butyl]-4-(2-oxo-l-benzimidazolinyl)piper- 
idine.

2- (2-Piperidinoethoxy) ethyl 10iZ-pyrido[3,2-6][l,4]benzothiazine- 
10-carboxylate.

10-[3-[4-(2-Hydroxyethyl)piperidino]propyl]phenothiazin-2-yl 
methyl ketone.

Ethyl 3-ethyl-4-oxo-5-piperidino-A2-»-thiazolidineacetate..................
Isobutyl 4-(6-7-dimethoxy-4-quinazolinyl)-6-piper£izinecarboxylate... 
A  synthetic ion-exchange resin prepared through the polymeriza

tion of methacrylic acid and divinylbenzene and supplied in the 
hydrogen or free-acid form.

The potassium salt of a synthetic ion-exchange resin derived 
through the copolymerization of methacrylic acid and divinyl-

C13H1ÍN3O2
C11H13N
C9H8N2O2
C6H11NO2S
C 37H 4iN 70»S

CUH27NO

CWH35N
C1JH21N
CioHisN
CJ3H14N2O
C14H14O4
C28H29F2N3O

C2lH25Ns08S

C24H30N3O2S

C14H28N208S
C19II26N404

2-(Hydroxymethyl)-l,l-dimethylpyrrolidlnium benzfiate.................
3,6-Anhydro^bO-d-D-galactopyranosyl-a-D-galactopyranose 2,4'-bis- 

(potassium/sodium sulfate) (1—>3') -polysaccharide.
Liquid nonionic surfactant polymer of the polyoxypropylene poly

oxyethylene type, having an average molecular weight of 3000.
Poly  (oxy carbonylmethylene)................................ ......... ------------------- -
Poly (2-hydroxy ethyl methacrylate) . .1 . . . ........................................
Poly(tetrafluoroethylene)............ ...................-.......
6-Chloro-3,4-dihydro-2-methyl-3-{ [(2,2,2-trifluoroethyl) thio]-methyl I 

2if-l,2,4-benzothiadiazine-7-sulfonamide 1,1-dioxide.
1,1'-(3a, 170-Dihydroxy-5a-androstan-2p,160-ylene)bis[l-methyl- 

piperidinium] diacetate.
Polyvinylpyrrolidone.... .......... ....................... ~-........ ........ ...........
2-Formyl-l-methylpyridinium oxime.................................. .......*—
ll/3,17,21-Trihydroxypregna-l,4-diene-3,20-dione 17-valerate-----------
3/J-Hydroxy pregn-6-en-20-one.................................................. ........
2-(Propylamdno)-o-propionotoluidide................................... - ..........
JV-Isopropyl-a-(2-methylhydrazine)-p-toluamide--------------- -------- -

i»-(l-Methyi-3-propyl-3-pyrrolidinyl)phenol......................................

C11H2.NO3 
[C12H18M2OI5S2] n 

where M =N a of K

(C2H202)n
(C«HioOS)n
(C2F4)n
CnHi3ClF8NiO«Si

C3SHÍ0N2O4

C7HìNiÒ
C 2«H3«0 ,
C21H3202
C18H20N2O
CuHuNsO
ChH mNO

FEDERAL REGISTER, VOL. 40, NO. 60— THURSDAY, MARCH 27, 1975



14048 RULES AND REGULATIONS

Official name Chemical name or description Molecular formula

Proplolaetone...
Propranolol----
Protriptyline—
Pyrantel-........
Pyrithione line.
Pyrrocaine_____
Pyrrolnitrin..—
Quazodine_____
Quinaldine blue.

Qulngestanol__
Qulnternol.....
Racephenicol...

Ranlmycln-----
Ribaminol------

Riboprlne........

Rifampin.........

Bitodrlne....... ...........

Ronldazole.................
Rotozamine__________
Rozarsone... ...............
Salethamlde-------------
Seperidol—.................

Silan drone— ..............
Simethicone...............
Sotalol_______ _______
Soterenol.......- ..........

Stanozolol—................
Steffimycin................

Sulfadoxine--------------
Sulfameter--------------
Sulfamozole-------------
Sulfanitran................
Sulfazamet___________
Sulisobenzone— . . —
Sulpiride....................
Surgibone--;— —

Temazepam-------------

Testolactone.......... — -
Tetrydamlne........... .

Thiamphetticol— .. . .

Thioguanine...............
Thioridazine— ....... —-
Thiosalan........ ........ <—

Thiothizene...............

Thiphenamil_________
Thiram______________
Thonzonium__________

TIbolone.....................
Tibrofan...... ............... j

T igestol..........-.........

Tiletamine___________
Tilidine______________
Tinidazole___________
Tocamphyl______ ____

Tofenacln____________
Tolazamide___________
Tolnaftate--------------
Tramadol____________

Transclomlphene_____
Triamterene................
Trlbromsalan-----------
Triclocarban___ .. .. .. . .

2- Oxetanone; 0-propiolactone.---------- ---------------------------------------------------------------------------
l-(Isopropylamino)-3-(l-naphthyloxy)-2-propanol...........................
f'/-Methyl-5//-dibenzo[a,d]cycloheptene-5-propy]amlne-................
(25)-l,4,6,6-Tetrahydro-l-methyl-2-[2-(2-thienyl)vinyl]pyrlmidine.. 
Bis[l-hydrozy-2(l/i)-pyridinethionato]zinc....................................
1 -Pyrrolidineaceto-2',6-xy li dide.............................................. ......
3- Chloro-4-(3-chloro-2-nitrophenyl)pyrrole......................
4- Ethyl-6,7-dimethozyquinazoline; 6,7-dimethoxy-4-ethylquinazoline 
l-Ethyl-2-[3-(l-ethyl-2(lH)quinolylidene)propenylJ quinolinium

chloride.
3- (Cyclopentylozy)-19-nor-17ot-pregna-3,6-dien-20-yn-17-ol_
8-Hydroxy-a-[(isopropylamino)methyl]-5-quinolinemethanol..........
(±)-<Areo-2,2-Dichloro-lV-03-hydrozy-a-(hydrozymethyl)^)-

(methylsulfonyl)phenethyl]-acteamide. •
An antibiotic substance derived from Streptomyces lincolnensis-----
Ribonucleic acid- compound with 2-(diethylamino)ethanol; 2- 

hydroxytriethylammonium ribonucleate.
2V-(3-Methyl-2-butenyl) adenosine; 6-l\T-(3-methyl-2-butenyl- 

amin o (-9-0-D-ribofu ran osy 1-purine. 
5,6,9,17,19,21-Hezahydrozy-23-methoxy-2,4,12,16,18,20,22-hepta- 

methyl-8-[lV-(4-methyl-l-piperazinyl)formimidoyl]-2,7-(epoxy- 
pentadeca[l ,11,13]trienimino) naphtho[2,l -b]furan-l, 11 (2H) -dione 
21-acetate; 3-(4-methylpiperazinyliminomethyl) rifamycin SV. 

25ryiftro-p-hydroxy-a-ll-[(p-hydroxyphenethyl)amino]ethyl]benzyl 
alcohol.

(l-Methyl-6-nitrolmidazol-2-yl)methylcarbamate............ .................
1- 2-{p-Chloro-a-[2-(dimethylamino)-ethoxy] benzyl)pyridine............
4- Hy droxy-3-nitrobenzenearsonic acid.— .................... ...................
l\7-[2-(Diethylamino)ethyl]salicylamide............................................
4-[4-(4-chloro-a,a,a-trifluoro-m-tolyl)^-hydroxy-piperidinol]-4'-

fluorobutyrophenone; l-[3-(4-fluorobenzoyl)-propyl]-4-hydroxy- 
4-(3-trifluoromethyl-4-chlorophenyl)-piperidine.

17^-(Trimethylsiloxy) androst-4-en-3-one................ ..........................
A  mixture of dimethyl polysiloxanes and silica gel................. ..........
4'-[l-Hydroxy-2-(isopropylamino)-ethyl]-methanesulfonanilide--------
2'-Hydroxy-5'-[l-hydroxy-2-(isopropylamino)ethyl]methane-

sulfonanillde.
17-Methyl-5a-androstano[3,2-c]pyrazol-170-ol.....................................
An antibiotic substance derived from Streptomyces steffisburgensis 

var. steffisburgensis sp.n.
IVJ-fS.ft-Dimethoxy-l-py rimldinyl) sulfanilamide.......—...................
lVJ-(5-Methoxy-2-pyrimidinyl)sulfanilamide— ................................
Ab-(4,5-Dimethyi-2-oxazolyl)sulfanilamide... ..................................
4'[(p-Nitrophenyl)sulfamoyl]acetanilide— ..........-----------------------
lv ‘-(3-Methyl-l-phenylpy razol-5-yl) sulfanilamide-------- -------- ------
6- Benzoyl-4-hy droxy-2-methoxybenzenesulfonic acid................. .................. ..................
N^[(l-Ethyl-2-pyrrolidlnyl)methyl]-5-sulfamoyl-o-anisamlde. ...........
Bone and cartilage obtained from bovine embryos and young

calves.
7- Chloro-l,3-dlhydro-3-hydroxy-l-methyl-5-phenyl-2ff-l, 4-benzo- 

diazepin-2-one.
13-Hydroxy-3-oxo-13,17-secoandrosta-l,4-dien-17oic acid i-lactone.-----
4,5,6,7-Tetrahydro-2-methyl-3-(methylamino)-2H-indazole; 2- 

methyl-3-methylamino-4,5,6,7-tetrahydroindazoIe. 
D-(+)-f/ireo-2,2-Dichloro-lV-[p-hydroxy-ot-(hydroxymethyl)-p- 

(methylsulionyl)-phenethyl]acetamide.
2- Aminopurine-fi-thiol,hemihydrate................................................ .
10-f2-(l-Methyl-2-piperidyl)othyl]-2-(methylthio)phenothiazine.......
3,4',5-Tribromo-2-mercaptobenzanilide; 3,4',5-tribromothiosalicyl-

anilide.
N ,N -D  im et hy l-9-[3- (4-methy 1-1-piperaziny 1) propy lidenejth io- 

xanthene-2-sulfonamide.
S[2-(Diethylamlno)ethyl] diphenylthioacetate................................
Bis(dimethylthiocarbamoy 1) disulfide............... : ...............— -—
Hexadecyl[2-[(p-methoxybenzyl)-2-pyrimidinylamino]ethyl]- 

dimethylammonium ion.
17-Hydroxy-7a-methyl-19-nor-17a-pregn-5(10)-en-20-yn-3-one------—
4,4\6-Tribromo-2-thiophenecarbox anilide; 4,5-dibromothiophene-2- 

carboxyl-4-bromanifide.
19-Nor-17a-pregn-5(10)-en-20-yn-17-ol; 17a-ethynyl-6(10)-estren-17-

C1H4OJ
CuHjjNOj
CnHiiN
ChHhN jS
C»H»NjOjSiZn
ChH mN jO
CioH»C1iNjOj
CijHnNjOj
CuHstClNi

CíjHmOj
CmH uN jOj
CnHuCljNOtS

CuHisO,

CijHjiNjOi
CijHjjNiOji

CirHjiNOj

CtHaNiO«
ChHkCINjO
CiH,AsNO«
CuHmN iOi
CmHmCIFíNOj

CuHtaOiSi
C11HMN1O3S
CijHmNjOíS
CiiHuNjO

CHH14N4O4S
ChHuN40jS
CiiHuNjOjS
C|4H,sNi05S
C14II14N4O2S
CnHuOjS
C15H23N3O4S

C wH iiCIN jOj

C13H34O3
CsH jsN s

CuH ijCIjNOsS

C$H6N íS J ÍH jO
CjiH mN jSj
CisHiBraNOS

C23H29N3O3SJ

CmH jsNOS
CJH12N2S4
C33HmN40+

C jjH mOj
CnHiBrjNOS

ChE hO
ol.

2-(Ethylamino)-2-(2-thienyl)cydohexanone...................................
Ethyl 2-(dimethylamino)-l-phenyl-3-cyclohexene-l-carboxylate----
l-[2-(Ethylsulfonyl)ethyl]-2-methyl-5-nitroimidazole....................
l-(p,a-Dimethylbenzyl) camphorate 1:1 salt with 2,2'-iminodi- 

ethanol.
l\7-Methyl-2-{(o-methyl-œ-phenylbenzyl)-oxy]ethylamine................
1- (Hezahydro-lJÏ-azepin-l-yl)-3-(p-tolylsulfonyl)urea.....
0-2-N aphthyl m.AT-dimethylthiocarbanilate............................... —
tfc)-fra»w-2-I(Dimethylamino)methyl]-l-(m-methoxyphenyl)cyclo-

hexanol.
2- {p-(2-Chloro-frani-l,2-diphenylvinyl)phenoxy]-triethylamine......
2,4,7-Trfamino-6 phenylpteridine-------- -----------  ...
3,4'5-Tribromosalicylanilide.----------------------  *■—
S^^’-Ttichlorocarbanilide---------- -------- ------------------------------

C ijH jjNOS
CJ7H33NO1
CgIIj3Na04S 
C19H26O4.C4HUN Oi

or CJ3H3JNO» 
CiiHjiNO 
C14H21N3O3S 
CuHnNOS 
CiiHiiNOi

CjiHisClNO
CtiHiiNr
CiiHiBriNOi
CisHiCUNiO

1 _______
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Triclofos______
Triflocin______
Triflumidate... 
Trifluperidol__

Trimipramine.

Trioxsalen____
Tromethamine. 
Tropicamide... 
Tybamate____

Tyloxapol_____

Verapamil.....

Vinblastine..--
Vincristine.___
Volazocine____

Zolamine........

Chemical name or description Molecular formula

2,2,2-Trichloroethyl dihydrogen phosphate............ ........ ...........
4- (a,a,a-Trifluoro-m-toluidino)nicotinic acid.......... ...........
Ethyl n»-benzoyWV-[(trifluoromethyl)sulfonyl] carbanilate..............
4'-Flouro-4-[4-hydroxy-4-(a,a,a-trifluoro-7n-tolyl) piperidino]

butyrophenone.
5- [3-( Dimethylamino)-2-methylpropyl]-10,ll-dihydro-5/i-diben >  

[6,/lazepine.
6- Hydroxy-d,2,7,-trimethyl-6-benzofuranacrylic acid, i-lactone..........
2-Amino-2-(hy droxymethyl) -1,3-propanediol.. ........ ..........-.............
jV-E thyl-2-phenyl-7V-(4-pyridy lmethy 1) -hydracry 1 amide................. .
2- Methyl-2-propyltrimethylene butylcarbamate carbamate; or 2- 

(hydroxymethyl)¡-2-methylpentyl butylcarbamate carbamate.
p-(l ,1,3,3-Tetramethylbutyl) phenol polymer with formaldehyde, 

ether with polyethylene glycol. 
5-[(3,4-Dlmethoxyphenethyl)methylamino]-2-(3,4-dimethoxy- 

phehyl)-2-isopropylvaleronitrile.
An alkaloid (vhicaleukoblastine) extracted from Vinca rosea............
Alkaloid from Vinca rosea, Linn........................................................
3- (Cyclopropylmethyl)-l,2,3,4,5,6-hexahydro-ci*-6,ll-dimethyl-2,6- 

methano-3-benzazocine.
2-[(2-Dimethylamino)ethyl] (p-methoxybenzyl) amino]thiazole.. . —

CjHíCbOíP
CiiHjFjNjOi
C ijH hFjNO sS
C22H mF«N 02

CmH jiN i

CuETijOj
C4H11NOJ
CwHmNjOi
CuH 2«N s04

CnHjiNiOi
CwHjgN^Oj
CmHmN̂ Oio
Cj|H2}N

C isH 2iN 208

Note.— Incorporation by reference materials approved by the Director, Office of the 
Federal R egister March 20, 1973 and March 25,1975.

• [FR  Doc.75-7952 Filed 3-26-75;8:45 am]
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